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ANDA 75-405 . ' AUG 31 1999

Bedford Laboratories _

A Division of Ben Venue Laboratories, Inc.
Attention: Shahid Ahmed

270 Northfield Road .
Bedford, Ohio 4414¢é , i

Dear Sir:

This is in reference to your abbreviated new drug application
dated June 29, 1998, submitted pursuant to Section 505(j) of the
Federal Food, Drug, and Cosmetic Act (Act), for Cladribine
Injection, 1 mg/mL, 10 mL vial.

Reference is also made to your amendments dated May 10, and
August 2, 1999,

We have completed the review of this abbreviated application and
have concluded that, based upon the information you have
presented to date, the drug is safe and effective for use as
recommended in the submitted labeling. Therefore, the
application is tentatively approved. This determination is based
upon information availakle to the Agency at this time, (i.e.,
information in your application and the status of current good
manufacturing practices (CGMPs) of the facilities used in the
manufacture and testing of the drug product) and is subject to
change on the basis of new information that may come to our
attention. The listed reference drug product upon which you have
based your application, Leustatin Injection of R.W. Johnson
Pharmaceutical Research Institute, is subject to a period of
orphan drug exclusivity (ODE). Therefore, final approval of your
application may not be made effective pursuant to 21 U.S.C.
355(j) (5) (D) of the Act until the ODE has expired, i.e., February

26, 2000, ‘

Because the agency is granting a tentative approval for this
application, please submit an amendment at least 60-days (but not
more than 90 days) prior to the date you believe your application
will be eligible for final approval. This amendment should
identify changes, if any, in the conditions under which the
product was tentativelv approvad, and should include updated
information such as final-printed labeling, chemistry, ,
manufacturing, and/or controls data-as appropriate. An amendment
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should be submitted eéen if none of these changes were made.
This submission should be clearly designated in your cover letter

as a MINOR AMENDMENT.

In addition to this amendment, the Agency

may request at any time prior to the final date of approval that
you submit an additional amendment containing the information

described above.

}ailure to submit either or, if requested, both amendments may
result in rescission of the tentative approval status of your
application, or may result in a delay in the issuance of the

final approval letter.

Any significant changes in the conditions outlined in this
abbreviated application as well as changes in the status of the
manufacturing and testing facilities’ compliance with current
good manufacturing practices (CGMPs) are subject to agency review
before final approval of the application will be made.

The drug product that is the subject of this abbreviated
application may not be marketed without final agency approval
under Section 505 of the Act. The introduction or delivery for
introduction into interstate commerce of this drug product before
the final approval date is prohibited under Section 501 of the
Act. Also, until the agency issues the final approval letter,
your product will not be deemed approved for marketing under 21
U.5.C. 355 and will not be listed in the "Approved Drug Products
with Therapeutic Equivalence Evaluations" list, (the “Orange
Book”), published by the Agency. Should you believe that there
are grounds for issuing the final approval letter prior to
February 26, 2000, you should amend your application accordingly.

At the time you amend this application, please contact Michelle
Dillahunt, Project Manager, at (301) 827-5848, for further

instructions.

Sincereiy yours,

NAYNEY I
I'IL/S‘ZW vis wr it
Douglas L. SJorn

Director
Office of Generic Drugs
Center for Drug Evaluation and Research
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FEB 28 2000

ANDA 75-405.

Bedford Laboratories

A Division of Ben Venue Laboratories, Inc.
Attention: Shahid Ahmed

270 Northfield Road

Bedford, Ohio 44146

Dear Sir:

This is in reference to your abbreviated new drug application
dated June 29, 1998, submitted pursuant to Section 505(3j) of the
Federal Food, Drug, and Cosmetic Act (Act), for Cladribine
Injection, 1 mg/mL. =

Reference is also made to our Tentative Approval letter dated
August 31, 1999, and to your amendments dated December 6, and
December 16, 1999. .

The listed reference drug product upon which you have based your
application, Leustatin Injection, 1 mg/mL, of R.W. Johnson
Pharmaceutical Research Institute, was subject to a period of -

orphan drug exclusivity {(ODE) which expired on February 26, 2000.

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted labeling. Accordingly, the
application is approved. The Division of Bioequivalence has
determined your Cladribine Injection, 1 mg/mlL, to be
bicequivalent- and, therefore, therapeutically equivalent to the

listed drug (Leustatin® Injection, 1 mg/mL, of R.W. Johnson
Pharmaceutical Research Institute)

Under sectlon 506A of the Act, certain changes in the conditions
described in this abbreviated application require an approved
supplemental application before the change may be made.

Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81 and 314.98. The
Office of Generic Drugs should be advised of any change in the
marketing status of this drug.
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We request that you submit, in duplicate, any proposed
advertising or promotional copy that you intend to use in your
initial advertising or promotional campaign. Please submit all
proposed materials in draft or mock-up form, not final print.
Submit both copies together with a copy of the proposed or final
printed labeling to the Division of Drug Marketing, Advertising,
and Communications (HFD-40}. Please do not use Form FD-2253
{Transmittal of Advertisements and Promotional Labeling for Drugs
for Human Use) for this initial submission. ‘

We call your attention to 21 CFR 314.81(b) (3) -which requires that

materials for any subsequent advertising or promotional campaign

be submitted to our Division of Drug Marketing, Advertising, and
Communications (HFD-40) with a completed Form FD-2253 at the time

of their initial use.

Sincerely yours,

A
] - ——
N O
Douglas L. Sporn
Director 7—{'7_, /“
Office of Generic Drugs
Center for Drug Evaluation and Research



CENTER FOR DRUG EVALUATION AND RESEARCH

Application Number 75-405

FINAL PRINTED LABELING



OVERALL RESPONSE RATES (CR + BP + PR) TO CLADIMMNE
mlmmmmm
OVERALL IR-REI.APSE
RESPONSE
{N=123)
No Prior Chemothanpy [ [ 1Y)
2% 14%
Ary Priot Chamotrengy 4149 B+3
_ax 2%
Provious Spnactomy 2 [T}
ki) 4%
Pravious iverieron 40/48 [X¥]
£ %
intariercn Refractory &1 5¢2
55% 4%
Pravious Dwoxycotoryen w- TS
0% 0%
WA = No ARs0onte
“PellO5
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mn-olmwmmmhmmunimnmmumwmmmmnmm

mmmumwuw-mww Durinng inhasion, § petients sxperienced Qestoimsstingl sympioms. Whils the bons mamow wat
nitialy cleared of all he [} sventublly recurred in 2l tresind putients. Wihin 7 10 1.3 days afwr skaring irasimertt
mmamnnymmummcu ACKIONS, SNUNR. SeVEING SATUM Crastining, o) and 5 required dieveis.
Several of thesa patients werk 360 Safy) Feated with Other Madications Neving WNOWn naphrotxic prisntial. Renal dysfunciion was tevensible in 2 of thess
PALSATE. N the 4 PAtNE whote rens! RunCioR had Not MCOVEred St the Sme of dasth, AA0pHes were parformed: in 2 of thess. svidencs of Lbulsr demage wes
noded.  Elvert (11) patents (35%) xperenced deleySc NI DEUFOIOGE: ToicHy. I the majority. this wal chaniciertmd by Crogretaive iraversible momr
weskNESS (PIFIDOreSIt/QUECIINEresiE), Of the LDp aNG/or lowss axtremiies, frst noted 35 1o B4 days sfter stirting high dosa therady with cladribine. Non-
VSIS WEDNG (SRCITOMYOQTAphY BN NErve CONGUCHON Stdies) was consisient with demyelineling disaiss. Severs Neuriogic xicity Nes 3is0 been noked with
high dosss of anowher drug In this class.
Ammimmnmmmmmaummmcmnﬁnmnwmmm
Ca Lowkernid) in paberts not tecsiving Cyciophosphamids of wial body imadizion. Savers neursiogical Ioxicity has been repomed rankly IoROWING TR with
standard cladribing Oosing regimens.

in patients with Hairy Cefl Lyuioemia traaid with the recommended waxtment regimen (0.00 mg/kg/day for T consecutive diys), thire have besn no rapocs of
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{33 mym?). Mo fetal eftects were seen in mice 5t 0.5 mo/kp/dey (1.5 mg/me) or in rabbit 31 1 mg/A/dey (1) mo/mt).

ARRouQR thaes 18 7O Bvidence of TEIQeNICity in UMBNS dus 10 ciadribing, OB Grugs which inhibit DNA Symthasis (¢.0., Meshotnxsia s smenopienie) have
been fe00rng 10 be WrMOOenic In humas. Cladribing Nes beeiT Shown 10 b SMIBYOI0N0C iN MIKS when Qhvin M JOSeS SquUIVEIsTt 10 The recommeniied dosd.

Thats 3 10 530U 3nd will controHed Studies in pregnan women. It ctacribing is used during pregnancy, wlhmmmuﬂhm
the drug, e pivent should be aporsed of e potential hazasd 10 the fetus, Women of Childbeaing 2308 Thould be avised 10 vl DICOMNY Prepnant.

PRECAUTIONS

Generat TRadribing is 3 potent antineoolattic 308 with potntially significint twac Side #ifects. It should be SAMINIEIIN) Galy under the Supsividion of 3
PhySiii ipenignced with (e usk of CANCST Chemoineragsulic agants. Patients uwidergoing thesagy should be Sossly DbaMrved RO Signe of hemiviiie and
POM-DeMBIoIOoS acity. Paniodic stastmant of pariphersl bood counts, perticulisly during e first 4 1D § waeks PoSt- DT, i recommended ) Qwtect the
GEVIONMANt of SN, SEUtrORMSs and SWOMBOCYIOpENE and for sarly duiection of any DOWNtEl SenuUeiat (0.0., INCEON OF Diseting). AS With Ofhwr powent

TROBULE S0MVE, 0 of reral ard hepatic function is aiso recommanded. sspecially in ptients with undirlying kidney or liver dysfunction. See
WARNINGS and AOVERSE REACTIONS.

Faver wis 3 Jroquently observer side #15ect during the irst month on study. Since the mejority of levars Dccummed in Aautropenic pelients, patients should be
Giogtly MoNioned during the st month of westment and smpinc anmibiotics 3hould be initinted as ciinically indicsted. Although 53% of putients Arvelopes frvers,
inss e 173 of febrile evants ware assecisind with Socumented intection.

Ghvant the lnown mysicauppressive efiects of cladribing, practitionets should carviully svalusie ihe risis and beasfis of adminisianng this dnx 10 petients with
actve Infactions. See WARMNGS and ADYERSE REACTIONS.

There are irncequata deta on dosing of petiants with renal or hepetic insufitiency. Development of acule renal iNSUMCIANCY IN SoM CateNtS NeCiiving high
dosss of ciacribing es besn described. Until mors information is svailabis, caulion is advised when sdminiserning the 0rug 1o petieris with known or subpected
rena of hepatic Isulficiency. See WARKINGS.
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Cindribing must ba dilvind i Gesigniied inravenous solutions priof 1o adeministration. Ses DOSAGE ARD ADMWETRATION.

Laborstory Tests: During and following Westment, the [xilent’s hemmtologic Drofile should be moniosed requisry W determing the degrae of hematopoitic
Suppression. In the clnicl shuties, ollowing mversitls deciings i 33 coll counts. 1 Mun Plassiet Count resched 100 x 10%L by Day 12, the mean Absohse
Neurophil Count reached 1500 x 10%1, by Wik 5 #nd W mean Hemoginbin resched 12 /L by Week & Afiet pemipheral counts e normaiized, bong MeTow
FEOILON I DIODEY Should b Perinnmed 10 coniim nEsponss ¥ trestment with cladribine. Febrile svents thoukt be INvEsNQENST with 300MOPMNe MDOIEIONY
and radiologic studies. Periogic ssssssment of renil function and hepatic funciion shouid be performad a8 clmically indicaed.

Drug inavactions: Thers are res kavtrems ONX) interactions. with ciadribing. Caution should be exerciesd ¥ cladribine is administersd betors, S, or i conNUNCEON
with other (UGS lasaT ) CRUBS IMMURSSUPRNESHION o Mysiosuperession. Ser WARNGS.

Canzinogenysts, biulsosnesis. impsirent of Fertity: Mo snimal carcinogenicity studies have baen conducted with cladribing. Howsver, i Garcancpenic potntial
Cannot be eciuded bised on demontiraied genooxicity of ciadribing.

A$ Ppecied %or compounds in this cimss. the actions of cladribing yieid DNA demege. In memmalisn cells in culture, ciadribine Cautad the accumuison of
DA strand branis. Cladvibing wes 3is0 i DORSINO o DNA of hurman iymphobisstic leulmmia calts. Cledvibing wid Aot MuRQenic ot vitro (Ames and Chwnese

both i vt (CIMOMOSOMe abermatons in Chiness hsmSter cwiry OBiit) and in he (MOul oK Mrrew micronucisus 19et).

When e W 0 Cy iOu Motlepys, Cladribing s bien Shewn I CRURE SUDNTESSION of /iy QINNMItNG Colls, inCluding Wsticull
colis. Tha sftect on umen feriity i unknown.
Proprancy: Terstogenic Efects; Pregrancy Calegory 0 See WARNINGS.
Nursing Mothers: 1t & not ingws whethyt this drug is oereid 10 hamen mitk. Because many drugs afe nvied In numan milk and Secauss of the polentiel Sor
SHTiCut SOVErSd rERCBONE it mursing intants from clacribing, & eGSO Should be Muds whether 10 Gisconing nursing oF discontinue ¥ drug, teking in
2ccour the imporance of the dneg for the mother.
Pudigtric Use: mmmmmmmmmm i 2 Phass | stutly rvoiving pallents | 10 21 years oid with relapssd acute

" this stuty. See WARNINGS and

ADVERSE REACTIONS

Safety dsta are besad on 198 prilents with Heiry Co® Leulswrin: ¥ origingl conort of 124 patierts plus anc sddional 72 patients snrolisd 2t the 5ame two
comurs ptier the original envoilment cutofl. 10 Month © of e Hairy Cell Leukamia clinmcal trisis, sevars msuiropanis was noted in 70% of palieniz. fever i 80%.
ang miecion was documeniad In 28%. onumwmmnmmnwumﬁmwmm«sm
nausea (28%), rash (27%), headeche (Z2%} and niect:0:' sl Feacions. (19%). MoSt NON-heMEtDiops: adwirla iqeriences wers mild 1o modersls & severity.

Mytosuppression wat fragquently observed during e st month afer SE/Ing rastmant.  Nautropenia (ANC < 500 x 10%0L) wast noted in TO% Of petients,
COMPAISd with 20°% i whom N wal priert initielly, Sovers anemia (Hemogiobin <8.5 /d} developed in J7% of pelients, compaed with 10% initislly ang
Irombocytonenia (Plsteien < 20 x 10%L) divileted in 12% of ptients, companed 1 4% In whom i was noied initielly.

During the first month, 54 of 195 peliets (28%) & Nibied OCUMSNSd ivideos 0f Wlection. Serous INections (8.0.. SPECHMIE, PASUMONLS) Were 1HpOrad
In 6% of 4 patents; the remminder wers mid of Mo Arske. Saveral desths wais SEributable % inlection and/or compiicaions et 10 the underying disaase.
During the second month. the oversll rate of docume #ed INection was 5%. wes intections wers mild 10 MOGECIS DG NC SAVINE SYSINMIC iNfactions wive Laen.
At the third month. the monthly incidencs of islecon wi sithir ek B or sgusl % Thit of T monthe immedistely Dreceding cladribing thersgy.

Ouring the frst month. 11% of patients axperienced sevars Wvef (Le., 2104°F). Documented infections wers Aoted in fewer than one-Wird of febrila spisodes.
Of the 198 putients stucied. 19 ware noted & have & dOCUMEMSG NMCEON i the MONth Prior % Besiment. | the month Tollowing treatment. there wers 54
oo of documentd inlection: 23 (42%) wers bacterial. 11 (20%) were virsl 3nd 11 (20%) wevs funglr. Seven (7) #t il domumenied spisades of herpes 2osieT
occured during the month fliowing teriment.  Fourteen (14) of 16 episodes of dotumentad ungll infeclions oc:ered it Y fist two montis foNowing
reatment. Victadly all of s pationts wers Trasted smpivically with antibiotics. Ses WARMINGE and PRECAUTIDNS.

Anaiysit of mpnocyis subssl indiceins tht Irasirment with Siedribins is 3630 CioNG with proionged degraksion of e CO4 tounts. Prior io rssoment, the
st CD4 ooyt was TS&UL The memn CO4 count nadl, which sccumad 4 10 8 months folowing westneot, wet 272/ul. Fitesn (15) months ater tresiment,
it C04 counts remained below 5004 CDS counts benaved Bimilary, Moug!) incresting counts wers obesrved afiy § months. mmwu
e proionged C04 lymphopenia i unciew,

Anothar 4 of Wiihtren clinicel significance inclutes The ObesTvalion of Projong &t Hone MITow Mypoceliularity. Bor irow Gelluinily of <35% wes ot sher
4 monw in 42 of 124 pameme (34%) tremied i the ey pvotl el This ypocel ularity was notd 3% il a8 dey 1090, 1t 18 A0t ke whether T Iviocellinity
s e resul of disamss ieleted marow Sbroslr. of if it i W reult of Glaorbing Wsdcity. Thers was no apparent clinicel sfisch on the peripheral biood couns.

The vast majority of rashes wers mild 03 OCCUTEG N PENATIE Who Were ric eiing Of had recemtly basn rasted with ethar Mmecicalions: {9.¢., Sopurinol or
NUibioUCS} koW 10 Causs rash.

Most spiodes 01 NSUSES wers mild, not stcompinisd by vomiting, and did not IgUINe Irsstmant with antismetics. I PRYSAE Fecuiing MMisMetics, naussa
WS SRSy Coniroiled. MOt Taquintly with chiorpromuzing.
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Gocy &z & Whols: iever (BI%). Estigue {45%), chills {9%), astenia (9%), diaphorasis (%), malsiss (T%), runk pain (8%)
Gastronetting:: nesm (Z8%). decrassed appetie (17%), vomiing (13%), akarriwd {10%), constipgtion (9% ), abdominal pain {5%)

HemicA prrohasic: purpura {10%), prtechine (B%), spistode {5%)

Nevvoes: Systpm: nadachs (22%). ziness (9%), Insomnia {T%)

Cartiovagcular Syyem: sdema (8%), Bchycardia (%)

Rasparytiory Systermn: shoofmal beasth sounds (11%), cough {10%). abnonveat chest sounds (%), shorness of braath (%)
SidrySvbcutaneous Tissue: rzah [27%), iciion 3 W reactons (19%), prurttis (5% ). pain (5%), erythema (8%)
Musculosipietal Sysiem: mysigia {T%), athraig :5%)

Adverse rateted 10 sceni dxtration inchaded: inject i sitit mactions (9% (1.¢.. edress, swelling, pain, thrombokis (2%), phisbitis {2%)
4nd a2 broken cathetsr {1%).

Thess appeas 10 be reiated 10 the infusion proce Gure and/or indweling Githeler, rather than the medication o th vehicls. From Oay 15 W the 1 follow-up
visi, the only svents reporied by >5% of putients were: taligun (11'%], rash (10%), headache (T%), cough (T%), and melese (5%).

For 2 OEsCription of S0varts rEaCions BSSOCIEING with Uss of high doses n non-Hairy CINLLaviemis ptients, ses WARMNGS,

The foliwing adcitional sovarse Svants hzve been reporisd sincs the druy became commercislly svaiisbie. These acverss svants Kave beon reporied primerily
1 pEENTE who receved mutils coUNSes of Cladribing:

Hematologic: Dof MITow WODIESHON with Droionped PANCYIDDENIA. INCIIGING S0Me repors of Aptistic Anamia; hemolytic ansmia, wilch was 1eporied in
patiervts with lymphOad MBKORCIEY. OCOUFTiNG within the TSt W wasks TROWINg Featment.
Hepaiic: reversidie, oeneraily mikd increpses in biirubin and ransaminates.




Autiirmiory Syzieny pUimOnary merTityl infia s in Mot ceses. 0 IecHoUs silogy Wi ienind.
SkinSubcuaneous: unicaria, Iypersstinophilie in inolated Cases Sivens-Johnson and 10wC spdermal MICIONS!S Neve been TapOrSd in pelients who were
TRCHVING Of hixd reCently Deen EMIRD witf: Gther MeGiCENONS (8.0., SHOPUNIND! or NEDICECE) KNOWN 10 CALIM WIS SYNINOMeS.

Opporunisic infections Ave ocComad in 1he acule phass of Nt dus 10 e IMIINOSUPHASASION Medisted by Cladribing,

.. High dosss of cisoribion hive Do SEIOCEIING WAUT. NTEVErSIbS ABUTONGIC KOXICHY (PEFAPATSES/ QUBCIIDATESiS), a0l NephrowOXICHy. 3nd Severt BoNe MeTOW

SUDDrSSION tOSURNG in neVtropenia, dnemis and BromboCypenia.  See WARINRGE. Thers is no known 3pecific AnNdOM @ Overdasags. Traatment of

OVETGOLI0N CONSI Of GRCONMMIICN O cldribing, canmiul OSAYENION AN ADKFODTIEN SUPDOMivE MEXALIME. 11 & AOI ievown whether the drug CBn De ANTOVed
hesnofitration.

from the circulstion Dy dislysi o
DOSAGE AND ADMINISTRATION
Uswal Dane:

The mcommendad ot s sshatule of cisdribing for active Hairy Coll Leulssmis is 25 3 50l C0UrSS ghen Dy continuous infusion 1or 7 consecutive deys at
2 d034 of 0.00 my/kprdey. Devistions from this dOSaO8 Te0MMaN e not sdvined. H the NENent does not fecpend W the inkisl course of cladribing 101 Huiry Cob
Loulmia, it is unihely St ey wil Senefit from adoionsl Courss.  Physiciens sould consider deitying e discontinuing 1he drug i neurotoxicily of rene
toicity oGeurs. See WARNIES.

Soacilc risk facers precisgosing 10 Incrasssd Wndeity from cladriling heve not baen defned. 40 view of The kncwn icicities of 30ent of this class, it would
be prudent 10 precesd carsiully In PEKEAEE wih leen or suspeciad Fenal INSUMCNCY OF SOVENS LORE MINTiy Wpeirment of any slology. PIUENt Should be
MONIONG Clonsly for REMEIDIOGIC 3nd NON-hemiologic Woicity. Ses WANNNGS and PRECAUTIONS,

Proparsiien sad Adwhinistration ol ntravenus Salulisas:

Cladribent Must be diiuted with the desionsud diusnt prioy 1 dminicirsiion. Sinos the (FUQ rOGUCT doms MO CONtEIN BNy ANBMICTODIS! PISSErvative of
bacwrinstatic agunt, ssepiic inchaiqes aed proper savirsameninl prosauiions Muat be shparved ln proparabion of plsdritios spivtisns.
mm:mmu:mmwmmmmmaumwmnummmmumnm
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MMOSaNNS Undes NOMTE room Aucrescant Nohi in Bxner Viefiex®t PV inkusion containers. Siaee Hmited sempetibiity $ats are avaiiabie, suberenss i
o romiiitinted Slletnt nud Iotonion Fynloms bt oevioed.

[T Recormmended | Quantity of Dyt
Clagribing Dient
24w 1 muo.a m! 0.9 Sodem 500 mL
Inhasion nwihod Choride insction

rowmnnmm7mmmmmlmmmaﬂwmwmumm
presard). hmnmnmummumwmnmmnmmammm
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10 the inlusion resarvoir through the sirile flker. Then add & caiculeted amount of Bacsricitatic 0.9% Socium Chioride injection (0.9% benzyl sicoho! preserved)
10 Uwough e ANer 15 brng e 10tal volume of thit solution 10 100 mL Afiar compieung Solution prepiration. clamp oft the lne, dlsconnect and discant the
M. mm-mmumsmmnmmuwmmﬁuammwm. Reclamp
the line ) discard e syringe and Mer assembly. nhuse continuously over 7 deys. Soluliont prsared with Becteriestetc Sodium Chionide insction for
Individutis weighing more 1han 83 kg May heve MOUCSO Presarvesive SRcivanses (s W0 grer cliution of the benzyl aicohol preservative. Admixtives Yo the
7 Gy infusion have dimonsthed scceptable crsmicel and physical Sabitly 1or o st 7 deys in the SIMS Deltes MEDICATION CASSETTE™ Reservor 1

Doss of TAcOrYNEnaed Diert | Ousnily of Dient
Cladribine injscion
7 day inhution method 7 (days) x 0.08 mpAg Bacaeriostatc 0.9% qs o 100 mL
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when preparing Injncion
inusion solution) {0.9% berzy} sloohol)
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poriormed. Preparstions containing beseyl aicohot shoukd not be used In neonstss. See WARIINGS.

Cars muat be talen 1D asurs the swvilty of prepared solutions. Orex dliuied, solutions of cisdribios shouk! be adminisiersd promplly or Stomd in the
retrigersior (2° 1 B° C) jor 0o more than B hows (Wior ¥ start of administration. Vials of cladribing &y kv singie-use only. Any unused porson should by
discarded in an 20Dropriate maner. See Hangiing bad Dispenl.
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Once thewed, the vial of cledribing is sisbis unti ©miry ¥ refrigersmsd. DO NOT reirsem. Once dilvied, 30lt0Ms ontaining ciedvibing should be adminisind

promply or swred in the seirigersior (2° 1o 8° C) 1or no mors 1an § houwrs srioe 10 sdminisiration.

Handiing ud Disposat:

The poteritial hazerds associaied wilh Cyloouic apn e wal exibished and oroper prCRUSONS should be: Tien when fendiing, preparing. and adminiciaring

chadriting. The ums of diaposabls Qloves and pOWCEVE QAT i recommencied. I Clicribing CONICE e SR Of NICOUS FMemEvanss, wash e involved surtace
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HOW SUPPLIED

Clacribing Injection ¥ suppiled 882 slerile, pracervativi-iree, IEOMONK $0WtoN containing 10 mg (1 mo/mi) of ciadvibing 28 10 ML Mied into & Singie-use dear
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Store refrigersed 2° 10 §° C (38* 10 48" F). Promct from light during siorage.

REFERENCES
T, Samara VM, Mo J. Herwood FC af at A Phase | Chnical Trigl of 2-Chioro-decryaienosine in Peciairic Palients with Acule Livsamia. /. Clit Oncol. 1961; & 418
2. Recommananticns; for he Sale Handiing of Pareriersl Aminsopistlc Drugs. b Publicaion No. K-2821. For sale by the Suparncent of Documents; US
Government Prining Ofice, Washingion, DG 20402. ’

3. AMA Counct Regort. Guirielns ky Handing Parsmiens AnSnsoplstics. JAAM 1085 253 (11); 1500-1562.

4. Netiors Study Commission on Cysmnc Exposure—Recomsmancanons for Handiag Cyxriesdc Agents. Aonlabis rom Louls P Jefirey, Chairmin, Netiond Sty
G on Cyantmi £ assaciusmaits. Colegn of Pharcy snd Alied Health Sciences, 179 Longwood Avenus, Boston, Massachusetis, 02715,
Clinical Oncological Sociny of Ausrate. Guictelings ar Recomsmandiations, (or Saly Handiing of Amiingopiestic AQsnis. Med J Austraile 1980; 1:426-428,

Jones RB. ot 3t Safe Handiing o1 Chematheraosutic Agenks: A Repont from the Mourt Sinasl Medical Center. CA-A Cancer Journed for Chiniciarss 1983
Sept/Oct. 258-263,

I Ararican Socity of Hospital Prarmacists Techical Assistance Buliein on Hendiing Cyiptowic and Haxdous Drugh. At/ Hosp Pharm 1990; 47:1033- 1049,

8. OSHA Work-Practics Guidelines 1ot Personnsl Desling with Cytornde (Antinsooitic) Drugs. A J Hosg Prarm 1988: 43:1193-1204.
)
]

LTS

Visho® containers, manutaciured by Bmcer Heatthcare Corporation - Cade No. 2B8013 (tesied in 199Y)
MEDICATION CASSETTE™ Peservosr, menufactured by SIMS Dsiwc, nc. - Reorder No. 821008 (tested in 1991}

Manufactured by Mamsacurad ko
Ben Venue Laboratories, inc. Backord Laboratories™
Badiord, OH 44148 Badlord, OH 44148

JSenusry 2000 CLD-POO



/
(1l

RN CLADBIBI[:IE"H\IJECTION

LABORATORIES™ A
-_Fot Iniravenous infusion Oni

mmmummnmmwmwnnuumm.
Supprssion of bome Miffow ynction should be smicoewd, This & Ususily reversibis 30 EPORNTS 1 be doRE Cepenaent Senous Asoiopicel
mtmmnmnm]nmmnmwmmmum
Infusion at figh doses (4 0 © Wmes the recommended doss of Hairy Colt Laukeru). Meurplogic toxicty 00sars 10 demONMYe 3 dost
mmmmﬂmmmmmmmmmmmm‘
mmmmmmmu—mmunmmmmumwmm.
Ekpacially when grvan concimitanty with other nechroioxC SIS/ Therapies.

mmmmtmmwmumz'm;nmmmumm
inhsion. 1t is 3 cleer, coloriass, Sierile, DrEsarvtive-iree. isotonic souion. Ciadribing injaction is availabiy in singis-use wals coRning 10 myg
(1mmm.ammmm.muumwmauunmmmiums )
mEq) of sodium chioride &2 an iNctive ingrecient. mmuamwdﬁ-mwmmmmmm
have been added 10 adjust thw pH 10 6.3 5 0.3
mmmhmn:—uw&mmmnmtmm

LI

HO, =)
= -
! cER A ‘
r - - .

(i

mmmmumnmnmmwmm The broken ends of DA sciivete the nzyme
mrmm;mmmnmmmwmmnmm There is evidence. aiso, that 2-COATP is incorpormed
mnmummmmmuwm mm»-rmo-m”nmmm
mmmmmmmmmmumhmmmumwr Yt aw yeas, 9 both

DNA syrtfesis and repair.
HUMAN PHARMACOLOGY

hadﬁdmIIMMMC‘MNWWMthHMﬂnWWWM
Chadribing (0.00 MGAG/dhy) by COMMUDUS MRVINoUS. iNfusion. MMMMW-MDHSJW-“MM
mmummmmumwmmﬂmurm 10 Hairy Coll Lousomia petients. ¥ers doss not appear 10 be
1 TeiSHONShI DItwSen SeruM CONCANEINONS A witimen clinical Oukcome,

mmm.lmmmmmammmmumm:m). The mesn sng-ol-inhaiion pimma
cladvibing concentration was 48 + 19 ng/md. msmmmnmummnmwmam«wm,

memnmummwnmmmmmmmmmuam.
lnmnmm«muw-mwmﬁmouﬂ.mmmmummm
Hisues. mmmummmmumwnunm

Cladribing penetries. Ini corsbroapingl Muid. mmmumuwzsdmmm

Cladiritins 18 boung approximesly 20% © plssma proteiny.,

Mnmmunmuﬁm.ummuummumumhm An verags

m.‘mnmwlnm(h1ﬂ)lﬁmmmmMWllmmmlu..mwmmm
mms13unmcrmj.nwnunmn-hsmnm&mlmﬂﬁmm.mm.m-mmmdﬂx
mmmmn-(ca.Gan.mmmwms.lmmnunm.ﬁmammmmmm.

RESPONSE RATES TO CLADNIBINE TREATMENT IN
LEUKEMIA

PATIENTS WTIH HAINT CELL
[e]
Evaluabls Patients
N=108 2% a%
Inteot--teat Populxtion = .
M=123 % 0%




Note: Keyline does not print.

NDC 55390-124.01 10 mL singis-dose vial
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Each mL contains 1 mg of
cladribine and 8 mg of
sodium chioride.
Phasphoric acid and/or
dibasic sodium phosphats
may have been added to
adjust the pH. pH
approximataly 6.3,

Manufactured by:
Ben Venue Labs, inc.,
Bedford, OH 44145

Manutactured for:
Bedford Laboratories™,
Bedford, OH 44148
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direct infusion. For the
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Application Number 75-405

CHEMISTRY REVIEW(S)
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CHEMISTRY REVIEW NO. 5 Cycle Number: N/A (ANDA has
been tentatively approved)

BNDA # 75-405
METHODS VALIDATION DEFICIENCIES
NAME AND ADDRESS OF APPLICANT

Bedford Laboratories

A Division of Ben Venue Laboratories, Inc.
Attention: Shahid Ahmed

300 Northfield Road

Bedford, OH 44146

PROPRIETARY NAME 7. NONPROPRIETARY NAME

None Cladribine

DOSAGE FORM 14, STRENGTH

Injection Solution 1l mg/mL, 10-mL £fill in
20-mI, vial

LEGAL BASIS FOR SUBMISSION

Leustatin Inj, NDA 20-229, RW Johnson (Ortho Biotech Inc.).
No patents. NCE exclusivity expired 2/26/98. Orphan Drug
Exclusivity will expire 2/26/2000.

_AMENDMENTS AND OTHER DATES:

Vol. Al.1l and Al.2:
06/29/98 Original submission
Vol. R2.1:.

03/23/99 Minor amendment - included revised analytical
methods

04/01/99 MVP was submitted

08/31/99 ANDA 75-405 was tentatively approved in the
absence of methods validation.

10/27/99 An MV Report dated 10/22/99 was received from the
FDA Pacific Regional Laboratory Northwest,
Seattle. The lab considered Bedford's methods
satisfactory with modifications.

12/06/99%9 Minor amendment in response to tentative approval
letter of 8/31/9% - no changes in CMC or labellng,
12 copies of FPL submitted .

12/08/99 NA Minor facsimile for MV deficiencies

12/09/99 Telecon re Deficiency #1.b of 12/08/99

12/16/99 Minor amendment in response to 12/08 (the subject
of this review) b :



17.

18.

19,

COMMENTS

31. SAMPLES AND RESULTS

The responses to the MV deficiencies are satisfactory.

32. LABELING

The labeling submitted 12/6/99 was found satisfactory
by Teresa Watkins 12/10/99.

CONCLUSIONS AND RECOMMENDATIONS

On 08/31/99, BANDA 75-405 was tentatively approved in the
absence of methods validation. ANDA 75-405 can be
TENTATIVELY APPROVED again, or it appears it can be fully
approved on 2/26/2000.

Note: The DS and DP continue to lack inclusion in USP 24.
DMF 13006 for the DS has not been amended since the ANDA was

tentatively approved.

REVIEWER: DATE COMPLETED:

Eugene L. Schaefer, Ph.D. 12/30/99
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13.

17.

CHEMISTRY REVIEW NO. 4  Cycle Number: Out of Cycle

ANDA # 75-405
ADDENDUM FOR

METHODS VALIDATION

DEFICIENCIES
NAME AND ADDRESS OF APPLICANT

Bedford Laboratories

A Division of Ben Venue Laboratories, Inc.
Attention: Shahid Ahmed

300 Northfield Road

Bedford, OH 44146

PROPRIETARY NAME 7. NONPROPRIETARY NAME

None Cladribine

DOSAGE FORM 14. STRENGTH

Injection Solution 1l mg/mL, 10-mL £ill in
20-mL vial

LEGAL BASIS FOR SUBMISSION

Leustatin Inj, NDA 20-229, RW Johnson (Ortho Biotech Inc.).
No patents. NCE exclusivity expired 2/26/98. Orphan Drug
Exclusivity will evpire 2/26/2000.

AMENDMENTS AND OTHER DATES:

Vol. Al.1 and Al.2:

06/29/98 Original submission
Vol. A2.1:

03/23/99 Minor amendment
COMMENTS

31. SAMPLES AND RESULTS

ANDA 75-405 was tencatively approved 8/31/99 in the
absence of methods validation. An MV Report dated
10/22/99 was received from the FDA Pacific Regional
Laboratory Northwest, Seattle, on 10/27/99. The lab
considered Bedford's methods satisfactory with
modifications (lab classification 2).



18.

19,

CONCLUSIONS AND RECOMMENDATIONS

ANDA 75-405 is NOT APPROVED - MINOR AMENDMENT requested,

because of deficiencies in analytical methods.

REVIEWER: DATE COMPLETED:

Eugene L. Schaefer, Ph.D. 11/19/99
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13.

10.

11.

CHEMISTRY REVIEW NO. 4 Cycle Number: 3

ANDA # 75-405 FIRST GENERIC

NAME “AND ADDRESS OF APPLICANT

Bedford Laboratories

A Division of Ben Venue Laboratories, Inc.
Attention: Shahid Ahmed

300 Northfield Road

Bedford, OH 44146

PROPRIETARY NAME 7. NONPROPRIETARY NAME

None ‘Cladribine

DOSAGE FORM 14. STRENGTH

Injection Solution 1l mg/mL, 10 mL fill in
20-mL vial

PHARMACOLOGICAL CATEGORY

Synthetic Antineoplastic agent for treatment of Hairy Cell
Leukemia

Rx or OTC Rx

LEGAL BASIS FOR SUEMISSION

Leustatin Inj, ND2 20229, RW Johnson (Ortho Biotech Inc.).
No patents. NCE exclusivity expired 2/26/98. Orphan Drug
Exclusivity will expire 2/26/2000.

SUPPLEMENT (s) B. SUPPLEMENT (s) PROVIDE (s) FOR:

N/A N/A

AMENDMENTS AND OTHER DATES:

Vol. ARl1.1 and Al.2:

06/29/98 Original submission

06/30/98 Acceptable for filing

07/14/98 NC - Side-by-side labeling
09/24/98 Bio "no further questions" letter
02/12/89 NA Minor fax from FDA

Vel. A2.1:

03/23/99 Minor amendment
04/27/99 NA Minor fax from FDA



12.

15.

05/10/99 Minor amendment
07/21/99 NA Facsimile fax from FDA
08/02/99 Facsimile amendment - micro response

RELATED IND/NDA/DMF (s} See DMF Checklist.

CHEMICAL NAME AND STRUCTURE

‘Cladribine. Adenosine, 2-chloro-2'-~deoxy-. C;oH;2CINsO1. 285.69.
4291-63-8. Antineoplastic. '

le6.

17.

RECORDS AND REPORTS N/A

COMMENTS

All chemistry deficiencies in Points 20 through 30 have been
resolved.

The conditions of the other disciplines are as follows:

25. MANUFACTURING AND PROCESSING (Microbiology)

The aseptic processing was found satisfactory by Dr.
Lynne Ensor 08/06/99 per email, The review is waiting
signature.

31. SAMPLES AND RESULTS

Cladribine is not in USP 23 through Supp 10. Methods
Validation has been started, but not completed, per
E-mail from Tom Savage 8/10/99.

If an MV report has not been received from the Seattle
lab by the time the approval package is ready for final
sign-off, the following New Comment should be sent to
Bedford Labs: Please provide a commitment to cooperate
fully with the Agency regarding any issues which might
arise during FDA validation of your analytical methods.



18,

19.

32. LABELING
EPL submitted 3/23/99. Tentatively approved 4/5/98.

33. ESTABLISHMENT INSPECTICN

Facilities were found acceptable 8/24/98. A new EER
should be requested, because the approval package will
probably not get all the required signatures by
8/24/99. .

34, BIOEQUIVALENCE STATUS

Waiver granted 8/24/98.

CONCLUSIONS AND RECOMMENDATIONS

ANDA 75-405 is ready for approval. Methods validation has
not been completed, as of 8/10/99.

REVIEWER: DATE COMPLETED:

Eugene L. Schaefer, Ph.D. 8/10/99
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13.

17.

CHEMISTRY REVIEW NO. 3 Cycle Number: 3

ANDA # 75-405 " FIRST GENERIC

NAME AND ADDRESS OF APPLICANT

ADDENDUM

Bedford Laboratories

A Division of Ben Venue Laboratories, Inc.
Attention: Shahid Ahmed

300 Northfield Road

Bedford, OH 44146

PROPRIETARY NAME : 7. NONPROPRIETARY NAME

None Cladribine

DOSAGE FORM 14. STRENGTH

Injection Solution : 1 mg/mlL, 10 mL fill in
20-mL vial

AMENDMENTS AND OTHER DATES:

Vol. Al.l and Al.2:

06/29/98 Original submission

06/30/98 Acceptable for filing

07/14/98 NC - Side-by-side labeling
09/24/98 Bio "no further questions" letter
02/12/99 NA Minor fax from FDA

Vol. A2.1:

03/23/99 Minor amendment
04/27/99 NA Minor fax from FDA
05/10/99 Minor amendment

COMMENTS

This review was CHEMISTRY CLOSED on 5/24/99, awaiting a
microbiology review, and MV by an FDA lab.

The aseptic processing was found not satisfactory 6/11/99 by
Lynne A. Ensor, Ph.D. Deficiencies are being faxed to
Bedford.

Samples were transferred from PHI-DO to PRL-NW, Seattle,
5/6/99. I called Tom Savage in Seattle 7/13/99. He
estimated the lab work might be done in ancther three weeks.



18,

19.

CONCLUSIONS AND RECOMMENDATIONS

ANDA 75-405 is ready for approval except for microbiology
and methods validation. A facsimile amendment is being
requested.

REVIEWER: ADDENDUM CCMPLETED:

Eugene L. Schaefer, Ph.D. 7/13/99
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13.

10.

11.

CHEMISTRY REVIEW NO. 3 Cycle Number: 3

ANDA # 75-405 ) FIRST GENERIC

NAME AND ADDRESS OF APPLICANT

CHEMISTRY CLOSE

Bedford Laboratories

A Division of Ben Venue Laboratories, Inc.
Attention: Shahid Ahmed

300 Northfield Road

Bedford, OH 44146

PROPRIETARY NAME 7. NONPROPRIETARY NAME

None Cladribine

DOSAGE FQORM 14, STRENGTH

Injection Solution 1 mg/mL, 10 mL f£ill in
20-mL vial

PHARMACOLOGICAL CATEGORY

Synthetic Antineoplastic agent for treatment of Hairy Cell
Leukemia

Rx or OTC Rx

LEGAL BASIS FOR SUBMISSION

Leustatin Inj, NDA 20229, RW Johnson {(Ortho Biotech Inc.}.
No patents. NCE exclusivity expired 2/26/98. Orphan Drug
Exclusivity will expire 2/26/2000.

SUPPLEMENT (s) 8. SUPPLEMENT (s} PROVIDE (s) FOR:

N/A N/A

AMENDMENTS AND OTHER DATES:

Vol. Al.l1 and Al.2:

06/29/98 Original submission

06/30/98 Acceptable for filing

07/14/98 NC - Side-by-side labeling
09/24/98 Bio "no further questions" letter
02/12/9% NA Minor fax from FDA

Vol. A2.1:
03/23/99 Minor amendment

04/27/99 NA Minor fax from FDA
05/10/99 Minor amendment



12. RELATED IND/NDA/DMF(s) See DMF Checklist.

15. CHEMICAL NAME AND STRUCTURE

Cladribine. 'Adenosine, 2-chloro-2'-deoxy-. C;oH;2C1Ns0;. 285.69.
4291-63-8. Antineoplastic.

NH
g N

r)\ I '? OH
W
c o)

OH

l6. RECORDS AND REPORTS N/A

17. COMMENTS

All chemistry deficiencies in Points 20 through 30 have been
resolved.

The conditions of the other disciplines are as follows:

25. MANUFACTURING AND PROCESSING (Microbiology)

The review of aseptic processing has not been
completaed, as of 5/21/99.

31. SAMPLES AND RESULTS

Cladribine is not in USP 23 through Supp 10. Methods
Validation has been scheduled. Samples were
transferred from PHI-DO to PRL-NW, Seattle, 5/6/99.

32. LABELING
FPL submitted 3/23/9%. Tentatively approved 4/5/99.

33. ESTABLISHMENT INSPECTION

Facilities were found acceptable 8/24/98.



18.

19,

34. BIQEQUIVALENCE STATUS

Waiver granted 9/24/98.

CONCLUSIONS AND RECOMMENDATIONS

ANDA 75-405 is ready for approval except for microbiology
and methods validation.

REVIEWER: DATE COMPLETED:

Eugene L. Schaefer, Ph.D. 5/21/99
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10.

11.

CHEMISTRY REVIEW NO. 2 Cycle Number: 2

ANDA # 75-405 FIRST GENERIC

NAME AND ADDRESS OF APPLICANT

Bedford Laboratories _

A Division of Ben Venue Laboratories, Inc.
Attention: Shahid Ahmed

300 Northfield Road

Bedford, OH 44146

PROPRIETARYlNAME 7. NONPROPRIETARY NAME

None Cladribine

DOSAGE FORM 14. STRENGTH

Injection Solution 1 mg/mL, 10 mL fill in
20-mL vial

PHARMACOLOGICAL CATEGORY

Synthetic Antineoplastic agent for treatment of Hairy Cell
Leukemia

Rx or OTC

" Rx

LEGAL BASIS FOR SUBMISSION

Leustatin Inj, NDA 20229, RW Johnson (Ortho Biotech Inc.).
No patents. NCE exclusivity expired 2/26/98. Orphan Drug
Exclusivity will expire 2/26/2000.

SUPPLEMENT (s) 8. SUPPLEMENT (s) PROVIDE (s} FOR:

N/A . . N/A

AMENDMENTS AND OTHER DATES:

Vel. Al.1 and Al.2:

06/29/98 Original submission

06/30/98 Acceptable for filing

07/14/98 NC - Side-~by-side labeling
09/24/98 Bio "no further questions" letter
02/12/99 NA Minor fax from FDA

Vol. A2.1:
03/23/99 Minor amendment -



12.

RELATED IND/NDA/DMF (s) See DMF Checklist.

15. CHEMICAL NAME AND STRUCTURE

Cladribine. Adenosine, 2-chloro-2'-deoxy-. CioH12C1NsOa.
4291-63-8. Antineoplastic.

ls.

17.

OH

RECORDS AND REPORTS N/A

COMMENTS

22, 28.B, 29.

285.69,

There are deficiencies in the following Review Points:

The conditions of the other disciplines are as follows:

25. MANUFACTURING AND PROCESSING (Microbiology)

The review of aseptic processing has not been
completed, as of 3/31/99.

31. SAMPLES AND RESULTS

Cladribine is not in USP 23 through Supp 9.

analytical issues have been resolved, and Methods

Validation is being scheduled.

32. LABELING

Not satisfactory 9/23/98. FPL submitted 3/23/99.  Not

reviewed, as of 4/1/99.



18.

19.

33. ESTABLISHMENT INSPECTION

Facilities were found acceptable 8/24/98.

34. °"BIOEQUIVALENCE STATUS

Waiver granted 9/24/98. _

CONCLUSIONS AND RECOMMENDATIONS

ANDA 75-405 is NOT APPROVED - MINOR AMENDMENT requested.

REVIEWER: DATE COMPLETED:

Eugene L. Schaefer, Ph.D. 4/1/99
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13.

10.

11.

12.

CHEMISTRY REVIEW NO. 1 Cycle Number: 1

ANDA # 75-405 FIRST GENERIC

NAME AND ADDRESS OF APPLICANT

Bedford Laboratories

A Division of Ben Venue Laboratories, Inc.
Attention: Shahid Ahmed

300 Northfield Road

Bedford, OH 44146

PROPRIETARY NAME 7. NONPROPRIETARY NAME

None Cladribine

DOSAGE FORM 14. STRENGTH

Injection Solution 1 mg/mL, 10 mL fill in
20-mL vial

PHARMACOLOGICAL CATEGORY

Synthetic Antineoplastic agent for treatment of Hairy Cell
Leukemia

Rx or OTC
Rx

LEGAL BASIS FOR SUEMISSION

Leustatin Inj, NDA 20229, RW Johnson (Ortho Biotech Inc.).
No patents. NCE exclusivity expired 2/26/98. Orphan Drug
Exclusivity will expire 2/26/2000.

SUPPLEMENT (s) 8. SUPPLEMENT (s) PROVIDE (s) FOR:
N/A N/A

AMENDMENTS AND OTHER DATES:

Vol. Al.1 and Al.2:

06/29/98 Original submission

06/30/98 Acceptable for filing

07/14/98 NC - Side-by-side labeling
09/24/98 Bio "no further questions" letter

RELATED IND/NDA/IMF(s) See-DMF Checklist.




15,

CHEMICAI, NAME AND STRUCTURE

Cladribine. Adenosine, 2-chloro-2'-deoxy-. CjoHi12C1NsOs. 285.69.
4291-63-8.  Antineoplastic.

16.

17.

RECORDS AND REPORTS N/A

COMMENTS

There are deficiencies in the following Review Points:

22,
The

25.

31.

32,

33.

23.A, 28.B, and 29.
conditions of the other disciplines are as follows:

MANUFACTURING AND PROCESSING (Microbioclogy)

The review of aseptic processing has not been
completed, as of 1/26/99.

SAMPLES AND RESULTS

Cladribine is not in USP 23 through Supp 9. Methods
Validation will be scheduled when the analytical issues
have been resolved.

LABELING

Not satisfactory 9/23/98, but FPL requested.

ESTRBLISHMENT INSPECTION

EER submitted 7/31/98.



18.

19.

34. BIOEQUIVALENCE STATUS

Waiver granted 9/24/98.

CONCLﬁSiONS AND RECOMMENDATIONS

ANDA 75-405 is NOT APPROVED - MINOR AMENDMENT requested.

REVIEWER: DATE COMPLETED: REVISED:

Eugene L. Schaefer, Ph.D. 1/26/99 1/28/98
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CENTER FOR DRUG EVALUATION AND RESEARCH

Application Number 75-405

BIOEQUIVALENCE REVIEW(S)



BIOEQUIVALENCY COMMENTS TO RE PROVIDED TO THE APPLICANT
ANDA # 75-405 APPLICANT: Bedford Laboratories

DRUG PRODUCT: Cladribine Injection
_ 1 mg/ml

The Division of Bioequivalence has completed its review
and has no further questions at this time.

Please note that the bicequivalency comments provided in
this communication are preliminary. These Comments are
subject to revision after review of the entire
application, upon consideration of the chemistry,
manufacturing and controls, microbiology, labeling, or
other scientific or regulatory issues. Please be
advised that these reviews may result in the need for
additional biocequivalency information and/or studies, or
may result in a conclusion that the proposed formulation
is not approvable.

Sincerely vourJ.

J8/

Date P@”C&nner, Pharm.D.
Director

Division of Bioequivalence
Office of Generic Drugs
Center for Drug Evaluation and Research




OFFICE OF GENERIC DRUGS

DIVISION OF BIOEQUIVALENCE

ANDA # 75-405 SPONSOR: Bedford Laboratories.

DRUG ANBP DOSAGE FORM: Cladribine Injection
Strength(s): 1 mg/ml

Type of Study: SD SDF MULT OTHER
. X
STUDY SITE: N/A '
STUDY SUMMARY: N/A
FORMULATION:  Acceptable
Waiver is granted.
PRIMARY PFVIFWER: Mamata S. Gokhale, Ph.D. BRANCH: III
INITIAL __ DATE_9] 24 (4%
- :
TEAM LEA.DLE Barbara M. Davit, Ph.D. BRANCH: III
INITIAL o
\ _ / Date 2l (f_(
/‘%DIRECTOR: efP. Conner, D.Pharm. N
1¥DIVISION O EQUIVALENCE 73 v }
~ INITIAL : /7 o DaTE_1/24[a8"

DIRECTOR

OFFICE OF GENERIC DRUGS
INITIAL __DATE




OFFICE OF GENERIC DRUGS
DIVISION OF BIOEQUIVALENCE

ANDA # 75-405 SPONSOR: Bedford Laboratories.
DRUG AND DOSAGE FORM: Cladribine Injection
Strength(s): 1 mg/ml
Type of Study: SD SDF MULT OTHER
2 : X
STUDY SITE: N/A :
STUDY SUMMARY: N/A

FORMULATION:  Acceptable
Waiver is granted.

PRIMARY REVIEWER: Mamata S. Gokhale. Ph.D. BRANCH: III
INITIAL Mo, DATE 9) 24 4%
TEAM LEADER: Barbara M. Davit Ph.D. BRANCH: 111
INITIAL Date__‘ugrif

- , ’

' DIRECTOR: Dale P. Conner, D.Pharm. ]

“ODIVISION OF BIOEQUIVALENCE oV |

- INITIAL - AV DATE_ 2¢las
DIRECTOR

OFFICE OF GENERIC DRUGS _
INITIAL DATE




Cladribine Injection Bedford Laboratories.

1 mg/ml, 10'ml vial Division of Ben Venue Laboratories, Inc.
ANDA # 75-405 ) 300 Northfield Road
Reviewer: Mamata S. Gokhale Bedford, Ohio 44146

x:\new\firmsam\bedford\Itrs&rev\75405w.698.doc Submission Date: June 29, 1998

Review of a Waiver Request

Background

1) The firm has submitted a request for a waiver of in vivo bioavailability/bioequivalance
study requirements based on 21 CFR 320.22(b)(1) for its proposed product Cladribine
Injection, 1 mg/ml, 10 ml vial. The reference listed product is Leustatin® Injection,
supplied in vials as 1 mg/ml (NDA #N20229 001, granted to Johnson RW) manufactured
by Ortho Biotech Inc.

2) Cladribine is a synthetic antineoplastic agent indicated for the treatment of acute Hairy
Cell Leukemia as defined by clinically significant anemia, neutropenia,
thrombocytopenia or disease related symptoms. This purine nucleoside analog exerts
cytotoxicity towards dividing as well as quiescent lymphocytes and monocytes by
inhibiting both DNA synthesis and repair.

3) The reference product, Leustatin® Injection, | mg/ml, is to be administered by the
intravenous route (continuous infusion). The test product, Cladnbme Injection, 1 mg/ml,
is proposed to be administered by similar route.

Formulation Comparison

Comparative compositions of test and reference listed products as specified in the
package insert:

AL G e e e =P e r—————— ey



Comments

1) The proposed product is a parenteral solution intended for administration solely by
injection by the intravenous route.

2) The active ingredient, route of administration, dosage form and strength of the test
product afé same as those of the reference listed product.

3) All ingredients in test and reference products are qualitatively and quantitatively the
same,

Recommendations

The Division of Bioequivalence agrees that the information submitted by Bedford
Laboratories demonstrates that Cladribine injection, 1 mg/ml, falls under 21 CFR
320.22(b)(1) of the Bioavailability/Bioequivalence regulations. The waiver of an in vivo
bioequivalence study requirement for Cladribine injection, 1 mg/ml, is granted. From the
bioequivalence point of view, the Division of Bioequivalence deems the test product to
be bioequivalent to Leustatin® Injection, 1 mg/ml manufactured by Ortho Biotech Inc.

N\

Mamata S. Gokhale, Ph.D. CH
Review Branch III \
Division of Bioequivalence

f,v  RDINITIALED BDAVIT

FT INITIALED BDAVIT /LDate 9/2 v/ 78

l

Concur: ! Date q’ D‘f’q &
Dale P. Connet’J |

Director -
Division of Bioequivalence

cc:



BIOEQUIVALENCY COMMENTS TO BE PROVIDED TO THE APPLICANT
ANDA # 75-405 APPLICANT: Bedford Laboratories

DRUG PRODUCT: Cladribine Injection
= 1 mg/ml

The Division of Biocequivalence has completed its review
and has no further questions at this time.

Please note that the bioequivalency comments provided in
this communication are preliminary. These Comments are
subject to revision after review of the entire
application, wupon <consideration of the chemistry,
manufacturing and controls, microbiology, 1labeling, or
other scientific or regulatory issues. Please be
advised that these reviews may result in the need for
additional bicequivalency information and/or studies, or
may result in a conclusion that the proposed formulation
is not approvable.

/

Sincerely yon>~

N\,
u(v'\.l'
Da%gfﬁf Conner, Pharm.D.
Director
Division of Bicequivalence
Office of Generic Drugs
Center for Drug Evaluation and Research




CENTER FOR DRUG EVALUATION AND RESEARCH

Application Number 75-405

MICROBIOLOGY REVIEW(S)



cc:

4.

OFFICE OF GENERIC DRUGS

HFD-620
Microbiology Review #2
August 5, 1999

ANDA: 175-405

APPLICANT: Bedford Laboratories
300 Northfield Road
Bedford, OH 44146

PRODUCT NAME: Cladribine Injection

DOSAGE FORM AND ROUTE OF ADMINISTRATION: 10mL (at 1
mg/mL) in 20 cc vials, intravenous injection, single
dose vial

METHOD(S) OF STERILIZATION: Aseptically filled.

PHARMACOLOGICAL CATEGORY: synthetic antineoplastic
agent for treatment of Hairy Cell Leukemia

DATE QOF INITIAI SUBMISSION: June 29, 1998
{Received June 30,1998)

DATE QOF BMENDMENTS: Aucust 2,1999
Subject of this Review (Received August 3, 1999)

RELATED DOCUMZENTS:

e - -— m

ASSIGNED FOR REVIEW: August 5,1999

REMARKS: The chemistry review is complete (5/21/99).

CONCLUSIONS: The submission is recommended for approval on

the basis of sterility assurance. Specific
comments regarding the aseptic processing are
provided in "E. Review Notes".

a. €rmen  gs/54

YLynne A. Ensor, Ph. D.'
ﬁ?&t gﬁﬂ$7

.75405a
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ANDA 75-405 . Micrcbiologist's Review #1

Microbiology Comments to be Provided to the Applicant

ANDA: 75-405 APPLICANT: Bedford Laboratories

DRUG PRODUCT: (Cladribine Injection, 10mL (at 1 mg/mL) in 20cc
vials

“A. Microbiology Deficiencies:
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ANDA 75-405 Microbiologist's Review #1

MICROBIOLOGY DEFICIENCIES”

should also be noted in your cover
page/letter.

Sincerely yours,

2 -

Mary Fanning, M.D.,' Ph.D.
Associate Director of Medical Affairs
Office of Generic Drugs

Center for Drug Evaluation and Research

Page 17



cC.

D.

1. _ANDA: 75-405
APPLICANT: Bedford Laboratories
300 Northfield Road
Bedford, OH 44146
2. PRODUCT NAME: Cladribine Injection
3. DOSAGE FORM AND ROUTE OF ADMINISTRATION: 10mL {(at 1
mg/mL) in 20 cc vials, intravenous injection, single
dose vial
4. METHOD (S} OF STERILIZATION: Aseptically filled.
5.  PHARMACOLOGICAL CATEGORY: synthetic antineoplastic
agent for treatment of Hairy Cell Leukemia
1. DATE OF INITIAL SUBMISSION: June 29, 1998
Subject of this Review (Received June 30, 1598)
2. DATE OF AMENDMENTS: 7/14/98 - labeling deficiencies
3/23/99 ~ Chemistry deficiencies
5/10/99 -~ Chemistry deficiencies
3. RELATED DOCUMENTS:
q. ASSIGNED FOR REVIEW: June 3,1999
REMARKS ¢ The chemistry review is complete (5/21/99).

OFFICE OF GENERIC DRUGS

HFD-620
Microbiology Review #1
June 11, 1999

CONCLUSIONS: The submission is not recomnended for

approval on the basis of sterility assurance.

Specific comments regarding the aseptic

processing are provided in "E. Review Notes"
and a Microbiologist’s draft of deficiencies
to be provided to the Applicant found at the

end of the review.

"Lynne A. Ensor, Ph. D.
7lal¢?
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CENTER FOR DRUG EVALUATION AND RESEARCH

Application Number 75405

ADMINISTRATIVE DOCUMENTS



- 04-FEB-2 FDA CDER EES Page  10f
\M\Q b OO TABLISHMENT EVALUATION REQUEST
‘:3 ( i1 SUMMARY REPORT
Application:  ANDA 75405/000 Priority: Org Code: 600
Stamp: 30-JUN-1998 Regulatory Due: Action Goal: District Goal: 31.MAY-1999
Applicant: BEDFORD LABS Brand Name:
270 NORTHFIELD RD Established Name: CLADRIBINE
BEDFORD, OH 44146 Generic Name:
Dosage Form: IN] (INJECTION)
Strength: 1 MG/ML, 10 ML VIAL
‘FDA Contacts: M. DILLAHUNT (HFD-613) 301-827-5846 , Project Manager

(HFD-625)
(HFD-625)

E.SCHAEFER
M. SMELA JR

301-827-5848 , Review Chemist

301-827-5848 , Team Leader

Overall Recommendation:

ACCEPTABLE on 11-AUG-1999by S. FERGUSON (HFD-324) 301-827-0062
ACCEPTABLE on 24-AUG-1998by J. D AMBROGIO(HFD-324)301-827-0062

Establishment: 1519257
BEN VENUE LABORATORIES INC
270 & 300 NORTHFIELD RD
BEDFORD, OH 441460568

Profile: SVS OAI Status: NONE
Last Milestone: OC RECOMMENDATION
Milestone Date: 11-AUG-1999

Decision: ACCEPTABLE

Reason: DISTRICT RECOMMENDATION

DMEF No:
AADA No:

Responsibilitics: FINISHED DOSAGE
MANUFACTURER

Establishment:

Profile: CSN OAI Status: NONE
Last Milestone: OC RECOMMENDATION
Milestone Date: 04-AUG-1999

Decision: ACCEPTABLE

Reason: BASED ON PROFILE

.MF No: 13006
AADA No:

Responsibilities: DRUG SUBSTANCE
MANUFACTURER




ELECTRONIC MAIL MESSAGE

Sensitivity: COMPANY CONFIDENTIAL Date: 03-Nov-1999 03:37pm EST
From: Robert West
. WESTR
Dept: HFD-€11 MPNZ 271
Tel No: 301-827-5846 FAX 301-443-3847
TO: Michael Smela { SMELA )
CC:
CC:

Subject: Re: Process Question
Mike:

My advice would be to get the methods validation issues resolved as
quickly as possible while they are fresh in our minds. The most timely
way to do this is to fax the questions tpo the firm and request that the
firm submit a minor amendment in response. Unfortunately, we'll likely
wind uo doing a second T/A letter, but it is a process that we've used
before to get repeat T/A's off the books. Luckily, this doesn't happen
often.

Bob

vV VvV VWV VY

>Hi...I have a tentatively approved application where the methods
validation came

sback with problems.

>

>Do I fax the problems with a recquest for a minor amendment and then do
a 2ND T/A

>or a Minor depending on whether the response is OK or not.

-

»>0r do I fax the problems with a request for an unsolicted amendment
which will

>not get reviewed until they respond to the T/A letter (maybe years).

>

»0r do I fax the problems and ask that they respond when they respond to
the T/A

sletter which again may be years.

>

»>A further complication is we need to communicate with the firm but the
>application is not on any gue.
> 7 A
>This is easy for approved ANDAs since we can do supplements. I do not



know what

»to do with a T/A.
-
>Regards....Mike

>



ELECTRONIC MAIL MESSAGE

Sensitivity: COMPANY CONFIDENTIAL Date: 03-Nov-1999 03:24pm EST
From: Michael Smela
SMELA
Dept: HFD-625 MPN2 E236

Tel No: 301-827-5848 FAX 301-594-0180
TC: See Below
Subject: Re: Process Question

Thank You Pat...In this case, an amendment will need to be submitted by the
firm.

Mike
Distribution:

TO: Pat Beers-Block { BEERSBLOCKP )

B ekl kel



ELECTROCNTIC MAIL MESSAGE

Sensitivity: COMPANY CONFIDENTIAL Date: 03-Nov-1999% 01:1S5pm EST
From: Fat Beers-Block
BEERSBLOCKP
Dept: HFD-640 MPN2 E260

Tel No: 301-827-5849 FAX 301-443-3839

TO: See Below
Subiject: Re: Process Question
Mike,

Good questions. We have had this happen so infrequently that we don't have
a written procedure (yet!).

We have had a similar situation before that is like this but it was for a
fully approved application .
In that case, OGD reviewers/TLs and the Chem. Div II worked closely with
the FDA labs performing the analysis and coordinated information with the
firm. (NOTE: As it turned out the FDA labs had problems and it was not the
procedure.}. Susan Rosencrance was the chemist,

Since there will never be situation where an application is on a que as we
have ta'd or fully approved the application, in the case of the
problems were immediately addressed by the reviewer upon learning of them.
I believe it makes sense to handle the work as priority work and address
the problems directly. The firm has committed to working with OGD (written

commitment from the firm and our letter reaffirms that commitment). I
don't know the circumstances re: what happened with this analysis, but in
the case of it meant making a series of phone calls, and working with

DFS, the FDA labs, and the firm to make certain the analysis was performed
correctly by all parties. Your current situation may suggest the same
efforts. For product, I don't believe anything needed to be issued
to the firm in the end.

You may want to talk to Susan re: her handling of this process. In my
opinion, we should lock at developing a procedure that will delineate how
OGD will consistently handle post approval mv sample problems.

b2

vVVvVvyvyvyvyg

>Hi...I have a tentatively approved application where the methods
validation came

»back with problems.

> - .

sDo I fax the problems with a request for a minor amendment and thén do a



2ND T/A

»or a Minor depending on whether the response is OK or not.

> .

>0r do I fax the problems with a request for an unsolicted amendment which
will

s>not get reviewed until they respond to the T/A letter (maybe years).

>

>0r do I fax the problems and ask that they respond when they respond to
the T/A

>letter which again may be years.

>

»>A further complication is we need to communicate with the firm but the
sapplication is not on any que.

> .
>This is easy for approved ANDAs since we can do supplements. I do not know
what

>to do with a T/A.

>

»Regards....Mike

>

Distributicn:

TO: Michael Smela { SMELA )

O



ELECTRONTIC MAIL MESSAGE

Date: 03-Nov-1999 11:59am EST
From: Michael Smela
SMELA
Dept: HFD-625 MPN2 E236
Tel No: 301-827-5848 FAX 301-594-018C
TO: Robert West ( WESTR )
TO: Pat Beers-Block { BEERSBLOCKP )

Hi...I have a tentatively approved application where the metheds validation came
back with problems.

Do I fax the problems with a request for a minor amendment and then do a 2ND T/A
or a Minor depending on whether the response is OK or not.

Or do I fax the problems with a request for an unsolicted amendment which will
not get reviewed uncil they respond to the T/A letter (maybe years).

Or do I fax the problems znd ask that they respond when they respond to the T/A
letter which again may be years.

A further complication in we need to communicate with the firm but the
application is not on any que.

This is easy for approved ANDAs since we can do supplements. I do not know what
to do with a T/A.

Regards....Mike



RECORD OF TELEPHONE CONVERSATION

ANDA 75-405 was tentatively approved
8/31/99 in the absence of methods
validation. A MV Report dated
10/22/99 was received from the FDA
Pacific Regional Llaboratory
Northwest, Seattle on 10/27/9%9. The
lab considered Bedford’s methods
satisfactory with modifications (lab
classification 2). The firm received
a not approvable minor facsimile
because of deficiencies in analytical
methods on December 8, 1999. The
firm requested a telecon to discuss
l.{k) of the chemistry comments.

1. Regarding analytical method 926~
00-024.1, which was submitted in
the original ANDA on pages 0691 to
0709:

b. The percent of each individual
known impurity should be
calculated with respect to the
area of that known impurity’'s
standard, rather than the total
area.

Mr. Ahmed wanted to know 1if the
percent for each known impurity
should be calculated against the
standard peak area, or could the peak
area of the known impurity be
corrected by use of its response
factor.

Dr. Schaefer informed him that either
approach would be 0.K.

DATE

December 9, 1999

ANDA NUMBER
75-405

IND NUMBER

TELECON

INITIATED BY

SPONSOR X

FDA

PRODUCT NAME
Cladribine Injection,
1 mg/mL, 10 mL wvial

FIRM NAME
Badford
Laboratories

KAME AND TITLE OF
PERSON WITH WHOM
CONVERSATION WAS HELD
Shahid Ahmed

TELEPHONE NUMBER
(440) 232-3320
EXT 333

SIGNATURE
M.Dillahunt
E.ASghaefer

] Wy

YA

V:\FIRMSAM\BEDFORD\TELECONS\75405.TC.002.DOC

CC: ANDA 75-405
Chem Div I, T-con Notebcok
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APPROVAL SUMMARY .
REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 75405 Date of Submission: D-mm‘ber 6, 1998
Applicant's Name: Bedford Laboratories

Established Name: Cladribine Injection, 1 mgimL.  _

APPROVAL SUMMARY (List the package size, strength(s), and date of submission for approval): Do you
have 12 Final Printed Labels and Labeling? Yes

Container Labels: (10 mL) Satisfactory as of March 23, 1999 submission.
Carton Labeling: (1 x 10 mL) Satisfactory as of March 23, 1999 submission.
Professional Package insert Labeling: Satisfactory as of December 6, 1989 submission.

BASIS OF APPROVAL:

Was this approval based upon a petition? No

What is the RLD on the 356(h) form: Leustatin®

NDA Number: 20-229

NDA Drug Name: Cladribine Injection

NDA Firm: R.W. Johnson

Date of Approval of NDA Insert and supplement #: February 26, 1893. 5-004 and S-007 (SSCBE'’s)
Pending approval. New Drug expects to approve soon.

Has this been verified by the MIS system for the NDA? Yes

Was this approval based upon an OGD labeling guidance? No

Basis of Approval for the Container Labels: Side-by-side comparison with innovator labels in jacket.
Basis of Approval for the Carton Labeling: Side-by-side comparison with innovator carton labeiing in jacket.

REVIEW OF PROFESSIONAL LABELING CHECK LIST

Established Name Yes | No | NA

DNTerent name than on acceptancs to Tie letter? ) X
is this product a USP Rem? I s0, USP supplement in which verification was assured. USP 23 X
Is this name different than that used in the Orange Book? X
i not USP, has the product name been proposed in the PIF? X

Esror Prevention Analysis S
Has the firm proposed a propristary name? i yes, compiete this subsection. X
Do you find the name objectionable? List reasons in FTR, I 80, Consider: Misieading? Scunds or looks lke X
ancther name? USAN stem present? Prefix or Suffix present?
Has tha name been forwarded to the Labeling and Nomenciature Committes? ¥ 90, what wers the X
recommendations? If the name was unacceptable, has the firm been notified?
Packaging SEEE B PRI
Is this & new packaging configuration, never been approved by an ANDA or NDA? If yes, describe in FTRL X
Is this package size mismatched with the recommended dosage? If yes, the Poison Prevention Act may X
require a CRC,
Doass the package propond have any safety and/or regulatory concemns? X

K IV product packaged in syrings, could there be adverse patient outconve if given by direct IV injaction? X




wwummmmu-ummmmmrm
configuration? ’

ummmmummwwnmm

hmmdmmtunwbtdm“pdammmﬂc)www

Individual cartons fequired? lasues for FTR: novator individually cartoned? Light sensitive product which
might require cartoning? Must the package insert accompany the product?

Labeling

uﬂunmdmmmﬁm«lnﬂhghmm? (Nama shoulid be the most prominant
‘nformation on the labal).

mwwummwmm

I« the corporate logo larger than 1/3 containes lsbel? {No reguistion - see ASHP guidelines)

Labeling({continued)

Yoz

mmmwmmmwn(u_mwummmn
Concentrate, Waming Statements that might be in red for the NDA}

Is the Manufactured by/Distributor statemat incommect or falsaly inconsistent between labeis and labeling?
Is "Jointly Manufactured by...”, statement nesded?

Failure to describe solid oral dosage form identitying markings in HOW SUPPLIED?

Has the firm falled to adequately support compatibiiity or stability clalms which appear in the insert
labeling? Note: Chemist shouid confirm the data has been adequately supported. -

Scoring: Describe scoring configuration of RLD and applicant (page #) in the FTR,

Is the scoring configuration different than the RLD?

Has the firm failed to describe the scoring in the HOW SUPPLIED section?

inactive lngrédients: (FTR: List page # in application where inactives are Nsted)

Doas the product contaln aicohol? If 50, has the a ;turacy of the statement been confirmed?

Do any of the inactivas differ in concentration for tnis route of adminisiration?

Any adverse effects anticipated from Inactives (L¢., benzyl alcohol In neonates)?

is there a discrepancy in inactives between DESCRIPTION and the composition statement?

Has the term "other ingredients™ been used to protect a trade secret? If 3o, Is clalm supported?

Faliurs to list the coloring agents If the composition statement lists ¢.5., Opacode, Opaspray?

Fallure to Hst gelatin, coloring agents, antimicroblals for capsules in DESCRIPTION?

Faliure 1o list dyes In imprinting inks? {Colofing agents &.g., kon oxxdes need ROt be listed)

USP Issues: (FTR: List ummmdwwm recommendations)

Do containar recommendations fall to meat or axcesd USP/NDA recommendations? if so, are the
recommendations supported and is the differance acceptable?

DouUSPMnIabollﬂgnoomMnﬂlm.deant_m?

Is the product Nght sensitiva? I 30, Is NDA and/or ANDA In a gkt rasistant container?

Faliure of DESCRIPTION to mest USP Descripticn and Sofubllity information? If so, USP information should
be used. However, only include solvents appearing in innovator labaling.

Bloequivalence Issues: (Compare bioeguivalency values: insert to study, List Cmax, Tmax, T 1/2
and date study acceptabla) T-

P A

inseft labeling referencey a food effect or a no-effect? If 50, was a food study done?

Has CLINICAL PHARMACOLOGY been modified? If 30, briefty detall where/why,




o

T e m;—.?.f"'a,gm, T gyt S Tt -; _ ,*.-7__‘-,3,-_ - ‘ AF ot i = P
LTI I N -ﬁ:x m.,.- ASEC T T T T
= —-o'—w— .:S“u--q- -___....»«‘_5.”___, Fadee o 2

PahnﬂExduthy issues?: mmmmmm«mmm
verification of the lstest Patent or Exclusivity. List expirstion date for all patents, axclusivities, sic. or
none, please state.

ODE- Expires 2-28-2000, Wi not market before this time.

FOR THE RECORD:

1. The reference listed drug for this product is R.W, Johnson Pharmacettical Research InstituteDs
LeustatinO(Approved February 26, 1993). However, the firm has submitted a side-by-side
compared to a revised insert which appears in the PDR. Team Leader, John Grace, states that
new drugs anticipates approval of this revised Iabeling Therefore, we will not roquest the firm to

retum to1he onglnally approved Iabeling

-been-approved—The abooknameis miribine-injectable: o
ummwmmumnﬁwnr
NOTE: The ongmal i mg differs in DOSAGE AND ADMINISTRATION. N-was-neverin-the

olm’, Waoorigirml dode . The LB wao hw d 105ulmif SSC8E A to 0. or/n,./&»(;(
2. The appllunt cortiﬁes that the' New Chemical Entity Exclusivity expired on 2-16-98 and that le Dre .

will not market until the Orphan Drug Exclusivity expires on 2-26-2000.

See Vol. 1.1, page 6.
3 The product is manufactured by BenVenue Laboratories, Inc, 270 Northfield Road, Bedford, Ohic

44146, for Bedford Laboratories. No outside firms are utilized. See Vol. 1.1, page 174 & 176.
4, Container/Closure Statement

5. Fished Product-Clear coloriess, sterile, preservative free, isotonic solution. See Vol. 1. 1 pe!_e\
24, - A
6. Product Line-10 mg{1 mg/mL) of Cladribine as 10 mL filled in a single-use clear Flint glass 20
mL vial individually boxed. See Vol, 1.1, page 45,
7. Components/Composition Statement
innovator:
Active: Cladribine
Anactive: Sodium Chloride
Phosphoric acid
and/or Dibasic Sodium Phosphate to adjust pH
Applicant: '
Active; Cladribine
Inactive: Sodium Chloride
Phosphoric acid
and/or Dibasic Sodium Phosphate to adjust pH
- \Water for Injection gs to + mL
See Vol. 1.1, page 74.
8. Storage/Dispensing Conditions
NDA: Store Refrigerated 20 to 80C(360 to 4600F). Protect from light during storage.
ANDA: Same as NDA.

Date of Review: December 10, 1999
Date of Submission: December 6, 1999

Reviewer:; Date: /'7./ / z/'/
Team Leader: Date: /At 2 -/f?;‘
cc: - '

/ o



L3-AAY FDA CDER EES tage 1ol
\] w% @ ABLISHMENT EVALUATION REQUEST

SUMMARY REPORT
Application: ANDA 75405/000 Priority: Org Code: 600
Stamp: 30-JUN-1998 Regulatory Due: Action Goal: District Goal: 31-MAY-1999
Applicant: BEDFORD LABS - Brand Name:
270 NORTHFIELD RD Established Name: CLADRIBINE
BEDFORD, OH 44146 Generic Name:
Dosage Form: INJ (INJECTION)
Strength: 1 MG/ML, 10 ML VIAL
_ FDA Contacts: D, HUIE (HFD-623) 301-827-5848 , Project Manager
) M.SMELAJR  (HFD-625) 301-827-5848 , Team Leader

Overall Recommendation:

ACCEPTABLE on 11-AUG-1999by S. FERGUSON (HFD-324) 301-827-0062
. ACCEPTABLE on 24-AUG-1998by J. D AMBROGIO (HFD-324)301-827-0062

Establishment: 1519257 DMF No:
BEN VENUE LABORATORIES INC AADA No:
270 & 300 NORTHFIELD RD

BEDFORD, OH 4414605638

Profile: SVS OAI Status: NONE Responsibilities: FINISHED DOSAGE
Last Milestone: OC RECOMMENDATION MANUFACTURER
Milestone Date:  11-AUG-1999

Decision: ACCEPTABLE

Reason: DISTRICT RECOMMENDATION

Establishment:

Profile: CSN OAI Status: NONE Responsibilities: DRUG SUBSTANCE
Last Milestone: OC RECOMMENDATION MANUFACTURER
Milestone Date: 04-AUG-1999

Decision: ACCEPTABLE

Reason: BASED ON PROFILE




ANDA APPROVAL SUMMARY

ANDA: ’ CHEMIST: DATE:
75-405 Eugene L. 8/10/1999
= Schaefer, Ph.D.
DRUG PRODUCT: Cladribine Injection
FIRM: Bedford Laboratories
DOSAGE FORM: STRENGTH:
Injection 1 mg/mL, 10 mL per vial
CcGMP:

The facilities were found acceptable on 8/24/98. A new
EER might be needed, if the approval package doaes not get
all the required signatures by 8/24/99. An SER wis

(@-1550ed

BIO: 4 15 acceph
A waiver was granted 9/24/98.

ble. P

%_‘\, M‘i

VALIDATION - (Description of dosage form received by FDA lab
same as in firm's ANDA?): Tes

Methods Validation has been started at PRL-NW, Seattle,
but not completed, per E-mail from Tom Savage 8/10/99.

STABILITY:

The containers in the stability studies are identical to
those in the container section.

LABELING:

Container, carton, and insert labeling were tentatively
approved on 4/5/99,

STERILIZATION VALIDATION (If applicable): ,
Satisfactory per review of Lynne Ensor, Ph.D. on 8/6/99.

SIZE OF BIO BATCH (Firm's source of NDS ok?):

SIZE OF STABILITY BATCHES (If different from bio batch, were
they manufactured via the same process?):

The size of the stability batch was

PROPOSED PRODUCTION BATCH - MANUFACTURING PROCESS THE SAME?:

The maximum size of production batches will be The
manufacturing process is identical to the exhibit batch.

Signature o& chemist: + %/ | sianature ofs§7pervisor:

| E#gene L. ﬂ"aefer,fPh.D."f Michael inela . |
' - -

WCDVO0B\WPS1FI9\FIRMSAM\BEDFORD\LTRS&REWV\75405ap.sum



DATE: 8/25/99
SUBJECT: ANDA 75405, Cladribine Inj
ORGANIZATION: Bedford labs

PARTICIPANTS: Allen Rudman
Dr. Shahed Ahmed

Dr Ahmed was asked if there was a protocol to extend expiry in the application. He said
that there was none. He acknowledged that if Bedford wanted to extend the expiry
without a protocol they would have to submit a pre-approval supplement.



14-APR-19yy LiJA CLJLIN LED e

ESTABLISHMENT EVALUATION REQUEST

SUMMARY REPORT

Application:  ANDA 75405/000 Priority: Org Code: 600
Stamp: 30-JUN-1998 Regulatory Due: Action Goal: District Goal: 31-AUG-1999
Applicant: BEDFORD LABS Brand Name:

270 NORTHFIELD RD Established Name: CLADRIBINE

B_!:_DFORD, OH 44146 Generic Name:

) DosageForm: INI (INJECTION)
Strength: 1 MG/ML, 10 ML VIAL
FDA Contacts:  D. HUIE (HFD-615) 301-827-5862 , Project Manager
M. SMELA JR (HFD-625) 301-827-5848 , Team Leader
___.—.—--——-———__"'_'_-_'—-—_—- — — —
Overall Recommendation:
ACCEPTABLE on 24-AUG-1998bv J. D AMBROGIO (HFD-324)301-827-0062

Establishment: 1519257 DMF No:

BEN VENUE LABORATORIES INC  AADA No:

270 & 300 NORTHFIELD RD

BEDFORD, OH 441460568
Profile: SVS OAI Status; NONE Responsibilities: FINISHED DOSAGE
Last Milestone: OC RECOMMENDATION MANUFACTURER
Milestone Date: 10-AUG-1998
Decision: ACCEPTABLE
Reason: DISTRICT RECOMMENDATION
Establishment:

¢
Profile: CSN OAI Status: NONE Responsibilities: DRUG SUBSTANCE
Last Milestone: OC RECOMMENDATION . MANUFACTURER
Milestone Date: 24-AUG-1998
Decision: ACCEPTABLE

Reason: DISTRICT RECOMMENDATICN




7%, DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

“Ml..

C | Food and Drug Administration
5 Rockville MD 20857
S .

Date: April 01, 1999

To: Food and Drug Administration Pre-approval Laboratory

Philadelphia District Laboratory, HFR-MAI160

US Customhouse / q
2ud and Chestaut Streets, Room 900 g Y |
Philadelphia, PA 19106 3

Attention: Wayne T. Smith g )

From: Eugene L. Schaefer, Ph.D., Review Chemist, HFD-625 - ‘
\J\v'o\ X ’\X.qa\

Through: Mujahid Latif Shaikh, Acting, Chemistry Team Leader, HFD-625 .

Subject: - Laboratory Assignments for ANDA Methods Validation MV)

ANDA No: 75-405 Product: Cladribine Injection, 1 mg/mL, 10 mL per vial

Applicant: Bedford Laboratories, A Division of Ben Venue Laboratories, Inc.

The firm has submitted their regulatory methods for this drug product. These proposed regulatory
analytical methods should be validated by your laboratory as this subject drug product does not have a
USP monograph.

As instructed under the PRE-APPROVAL INSPECTION/INVESTIGATIONS program (CP 7346.832),
you are requested to obtain samples of the subject drug product including impurity reference standards (if
any) from the applicant at the address given below:

Bedford Laboratories, A Divisicn of Ben Venue Laboratories, Inc.
Attention: Mr. Shahid Ahmed

300 Northfield Road

Bedford, Ohio 44146

Telephone:  440-232-3320
FAX: 440-232-6264

Upon completion of methods validation, please send work sheets, all attachments, conclusions, and
recommendations directly to the review chemist at the address given below:

Eugene L. Schaefer, Ph.D.

Office of Generic Drugs, HFD-625
7500 Standish Place

Rockville, MD 20855

Telephone:  (301) 827-5771
FAX: (301) 594-0180

Enclosed is one methods validation (MV) package with MV request forms (2871 & 2871a).



DEPARTMENT OF HEALTH AND HUMAN SERVICES
MEMORANDUM Public Health Service

Feod and Drug Administration
Center for Drug Evaluation and Research

FROM: Eugene L. Schaefer, Ph.D. ] , HFD- 625 Tel. No. (301) 827-5771
(Reviewing Chemist) Tel. No. (301) 594-0180 _ (FAX)
Through: Mujahid Latif Shaikh, Acting , HFD- €25 Tel. No. (301) 827-5768
{Chernistry Team Leader)
SUBJECT: Methods Validation for ANDA No. 75-405 s- Amendment Minor

Product:  Cladribine Injection, 1 mg/mL, 10 mL per vial

Applicant: Bedford Laboratories, A Division of Ben Venue Laboratories, Inc.
Address: 300 Northfield Road, Bedford, Ohio 44146

TO: O Philadelphia District Laboratory, HFR-MA160 Date: 04 / 01 / 98
(Pre-Approval Laboratory)

Synthetic anti-cancer
Date ANDA Received by CDER: June 30, 1998 Chemical/Therapeutic Type:agent.
Special Handling Required: Protect from light. Store in refrigerator. Hygroscopic.
DEA Class: Not a controiled substance. PAC: B 52832 (ANDA's) [ 46832 (NDA's)

This is to confirm the suitability of the proposed manufacturing controls as described in the
subject application. The sampies identified in the attached Form 2871a (Methods Validation Request and
Reporting Record) will be provided to you by the applicant. Please perform the tests indicated in item 3 of
2871a as described in the accompanying MV package, and summarize your laboratory results in item 4.
Also, please include a statement of your conclusions as to the suitability of the proposed methodology for
control and regulatory purposes. All information relative to this application is to be held confidential as
required by 21 CFR 314.430.

Because of statutory time limits for processing applications, we request your report to be
submitted promptly upon completion, but not later than 45 days from date of receipt of the required
sampies, laboratory safety information, equipment, components, etc. Please promptly advise the
reviewing chemist of the date the validation process begins. If the requested completion date cannot be
met, please promptly notify the reviewing chemist.

Upon completion of the requested validation/verification, please assemble the necessary
documentation (i.e., the original signed 2871a with originat work sheets, spectra, graphs, curves,
calculations, conclusions, and accompanying memoranda). At the bottom of the report signed by the
laboratory director, place the filing code: "MR/Method Validation Report.” Send by overnight courier to
the above reviewing chemist.

ENCLOSURE: Form 2871a and ANDA Methods Validation Package.

Form 2871 (8/96)

G.T. No. 93-3
Originator:




METHODS VALIDATION REQUEST AND REPORTING RECORD

ANDA No.
75-405

1. SAMPLES AND ANY SPECIAL EQUIPMENT/REAGENTS BEING FORWARDED BY APPLICANT

ITEM
None

QUANTITY
. None

CONTROL NO. OR OTHER IDENTIFICATION
None

2. | Contenis of
Attached
. Methods
Validation
Package

Statement of Composition of Finished Dosage Formys)
Specifications/Methods for New Drug Substance(s)
Specifications/Mathods for Finished Dosage Form(s)
Supporting Data for Accuracy, Specificity, stc.
Applicant's Test Results on NDS and Dosage Forms
Other: MS identification of impurity in dosage form

PAGE NUMBER(S)
Originat ANDA of €/29/88, page 74
Amendment of Y2399, 58, 43-50
32399 10, 12, 25-31, 62988  €91.709
2309 3342, 8/25/98  €53.833
323/98 7-9, 13-14
6/20/88  684-890

3. REQUESTED DETERMINATIONS (Perform following tests as directed
in applicant's methods. Conduct ASSAY in duplicats.)

a, Drug Substance
Method BNCH3683-155,1

Assay for Residuail Methanol in Cladribine Drug Substance, by
Headspace GC Analysis

b. Dosage Form
Method 926-00-024.1

Identification and Quantification of Cladribine and Related
Substances in the Cladribine Drug Substance and in Cladribine
Injection Drug Product and Stability Testing, by HPLC '

4. SUMMARY OF RESULTS (Report individuai and
average ASSAY resuits.)

Signature of Analyst: Date:
DATE FIELD LABORATORY COPY ROUTING DATE | DDA or O DRT COPY ROUTING
Forwarded to Reviewing Chemist Forwarded to Reviewing Chemist
Received by Reviewing Chemist Received by Reviewing Chemist

MR/Method Validation Report

(Attach additional pages, if needed.)

Form 2871a (8/96)

G.T. No. 93-3
Originator:




ty

. TENTATIVE APPROVAL SUMMARY
REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 75-405 Date of Submission: March 23, 1999
Applicant's Name: Bedford Laboratories
Established Name: Cladribine Injection, 1 mg/mL

APPROVAL SUMMARY (List the package size, strength(s), and date of
submission for approval):

Do you have 12 Final Printed Labels and Labeling? Yes
If no, list why:

Container Labels: (10 mL) Satisfactory as of March 23, 1999
submission.

Carton Labeling: (1 x 10 mL) Satisfactory as of March 23, 1999 .
submission.

Professional Package Insert Labeling: Tentatively Satisfactory as
of March 23, 1999 submission. See FOR THE RECORD.

Revisions needed post-agproval:

BASIS OF APPROVAL:

Was this approval based upon a petition? No
What is the RLD on the 356(h) form: Leustatin®

NDA Number: 20-229%9
NDA Drug Name: Cladribine Injection
NDA Firm: R.W. Johnson

Date of Approval of NDA Insert and supplement #: February 26,
1993, 5-004 and S-0C07 (SSCBE’s) Pending approval. New Drug
expects to approve soon.

Has this been verified by the MIS system for the NDA? Yes
Was this approval based upon an OGD labeling guidance? No
Basis of Approval for the Container lLabels: Side-by-side
comparison with innovator labels in jacket.

Basis of Approval for the Carton Labeling: Side-by-side
comparison with innovator carton labeling in jacket.



REVIEW OF PROFESSIONAL LABELING CHECK LIST

Ezror Prevention Snnlyl.i.l

Established Nama Tes B | KA.
Different nams than om seseptance to f£ile lettart x
::;.::a produst & USF item? If se, US2 aw.l..-lt in which verificatien was assured. x
Is this nams diffsrect than that wsed in the Orangs Beak? =
If net USP, bas the produst nams been prepesed iz the FF? z

Nas the firm propesed a prepristary name? If yos, cmmplets this subsectism. .

Do you f£ind tha name shjectisnable? Liat xreasems in PR, if se. Cemsider: Misleading?
Sounds ex looks like snother hmus? UAMN stam present? Prefiz er Suffix prasemt?

Ras the name besn fexwnzdad ts the Labaling asd Nemenslature Cammittea? 1£ se, Vhat
ware the recommendations? If the mams was unasseptable, has the firm besn aetified?

Packaging

I-Mnmmmmnu-.wh-wlruMch If yus,
desaxike in FTR.

Is mm-m“wuumwm If yues, the Feisea
Prevention Ast may rvequire & CIC.

nu-thmmunmu!ﬁynﬂunnhmymn

uwwwum.mmum'-u-tuu—uumu
direat IV injection?

mmmmmmmmmmmmm
paakaging ocofiguration?

um-mwummmummmwummm

nmmaummls.o.mmahngnmmmyc
osp inoorrect?

Individual eartons required? Isswes fexr FTR: Isnovater individually sarteansd? Light
sensitive predust whish might require cartsaing? Must the pashkage iasert ascompany the
produat?

Are there any othar safety cenoerns?

Labeling

nm_ummmumumumt (ume should be the
most prominent iafermatiem en the label).

Ras applicant failed te slearly differemtiate mmltiple preduct streagths?

Is the corporats lago larger thas 1/3 esatainer label)? (Be zegulatiss - ses ASKP
guidelines)




Labeling (continued)

E.A

Doas KLD make special diffsreatistien fer this ladal? (i.s., Padiatris strength va
Adult; oral Scluties va Csnoentrats, Warning Atatemants that might bs in red for the
NDA)

Is the Mapufastured by/Distriduter statemsat ;-nue oz £alsely imscmsistent Betwean
labels and labaling? Is “Jointly Manufastured by...", statement needed?

mzmummuzummluu-mmmumm

mmzuzmummywﬂmmwucmqmmm
in tha issert labeling? Neote: Chamist sbowld semfirm the data has besn adequataly
supperiad.

-lce:!.ng: Desgribe sooring coafiguratiss of NID and spplissat {page §) in the FIR

Ia the seering seafigurntien differemt than the FLDT

mmzutu:uummmmamwmﬂu-r

Inactive Ingredients: (FFR: List page § in spplisaticn vhere izastives axre
1isted)

Does the prodnot coatain aloohol? If se, das the agcurasy of the statament been
oonfiraed?

nowdthmﬂmﬁuuhmu-lstm:uudmmw

Any sdverse effects anticipated fyem isastives (1.8., demsyl aleshal in mesuates)?

nm-mum“mmmmmu-un—nﬂ

mmm-mm-u—uﬂumammvuu.um
supported?

Failure te list the ssloring agests if the empesitisa statasest 1ists e.g., Opaseds,
Opaspsay?

Pailure ts list gulatin, scloring agemts, antimigrebials fer sxpsules in DESCRIFTIONT

Fallure te list dyes ia imprintisg iaks? tm-—u....,u—m«u-—tmu
1isted) .

US? Issues: (Fri: Liat USH/IDA/ANDL dispeasing/sterage zesmmendations)

ummmmmmum-mtmnmwu-nnu.m
mm—um.wudumuummw

murmmm_—uwnq,mmmu

Is the produst light sensitivet If se, is HDA and/ex ANCA in & light Tesistant
oontainer?

mxmdmuhmmmm-mmnq infersatient If an, USE
infermation should be wsed. Rowvevex -us—x*m-—umumm
lakeling. .

Bicequivalence Issues: (Cwmpare bisequivalency valses: imsert te study. List
Cmaz, Temx, ¥ 1/1 and date stwdy asesptable)

mmmmnmmmu;--u-uuu,mnm-mm

mmmmmmmxtn,mmumm.

Fatent/Exclusivity Issues?: FIR: Check the Orunge Beok sditics er cumlative
supplament fer verificatisn =f the latest Fatent ex Ezolusivity. List axpiratien date
for all patents, smolusivities, ete. ex if mesms, pleane state. '

oUE- Rapires 2-16-2000, Will aot market before this time.




NOTES/QUESTIONS TO THE CHEMIST:

FOR THE RECORD:

1. The reference listed drug for this product is R.W, Johnson
Pharmaceutical Research Institute’'s Leustatin™ (Approved
February 26, 1993). However, the firm has submitted a side-
by-side compared to a revised insert which appears in the
PDR. Team lLeader, John Grace, states that new drugs
anticipates approval of this revised labeling. Therefore,
we will not request the firm to return to the originally
approved labeling. NOTE: Full approval for this application
can not be granted until we receive documentation from new
drugs stating the proposed innovator revisions have been
approved. The Orange book name is Cladribine Injectable;
Injection. This 1s not a USP item. The applicant uses
Cladribine Injection, 1 mg/mi.

NOTE: The original labeling differs in DOSAGE AND
ADMINISTRATION. IV was never in the marketplace.

2. The applicant certifies that the New Chemical Entity
Exclusivity expired on 2-16-98 and that it will not market
until the Orphan Drug Exclusivity expires on 2-26-2000.
See Vol. 1.1, page 6.

3. The product is manufactured by BenVenue Laboratories, Inc,
270 Northfield Road, Bedford, Ohio 44146, for Bedford
Laboratories. See Vol. 1.1, page 174.

4. No ocutside firms are utilized. See Vol. 1.1, page 176.

5. Container/Closure Statement
Container: Wheaton 2920 20 cc 20 mm Type I Flint Molded.
Closure: West S127 4416/50 20 mm Gray plug
Seal: West 4107, Mist gray 20 mm Aluminum Flip off

seals.
See Vol. 1.2, page 583.

6. Finished Product

Clear, colorless, sterile, preservative free, isotonic
solution. -

See Vol. 1.1, page 24.
7. Product Line

10 mg(l mg/mL}) of Cladribineihs 10 mL filled in a single-use
clear Flint glass 20 mL vial individually boxed.

See Vol. 1.1, page 45.



8. Components/Composition Statement

Innovator:
Active: Cladribine
Inactive: Sodium Chloride
Phosphoric acid
and/or Dibasic Sodium Phosphate to adjust pH
Applicant:
Active: Cladribine
Inactive: Sodium Chloride
Phosphoric acid ,
and/or Dibasic Sodium Phospate to adjust pH
Water for Injection gs to 1 mL

See Vol. 1.1, page 74.

9. Storage/Dispensing Conditions

NDA: Store Refrigerated 2° to 8°C(36° to 46°F). Protect
from light during storage.

ANDA: Same as NDA.

Date of Review: March 26, 19599
Date of Submisgion: March 23, 199%

r ) -—

Reviewer: i Dat.:i&éi)é@?

Team Leader: ‘ Date

o-5-157%

<z
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REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 75-405 Date of Submission: June 29, 1998
Applicant's Name: Bedford Laboratories
Established Name: Cladribine Injection, 1 mg/mL
Labeling Deficiencies:
1. GENERAL COMMENTS:
2. CONTAINER

a. Revise “For IV Infusion” to read “MUST BE DILUTED
PRIOR TO IV INFUSION”.

3. CARTON

a. Revise “For IV Infusion” to read “MUST BE DILUTED
PRIOR TO IV INFUSION”.

4. INSERT
a. TITLE
We encourage the inclusion of “B only”.

b. We encourage the relocation of “R only” to the
TITLE section.

Please revise your labels and labeling, as instructed above,
and submit 12 copies of final printed container labels,
along with 12 copies of final printed carton and insert
labeling.

Please note that we reserve the right to request further
changes in your labels and/or labeling based upon changes in
the approved labeling of the listed drug or upon further
review of the application prior to approval.



To facilitate review of your next submission, and in
accordance with 21 CFR 314.94(a) (8) (iv), please provide a
side-by~side comparison of your proposed labeling with your
last submission with all differences annotated and
explained. '

ey

7 A<7 /.
7 //
Phillips

/4
ector

vision of Labeling and Program Support
Office of Generic Drugs
Center for Drug Evaluation and Research
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ESTABLISHMENT EVALUATION REQUEST

SUMMARY REPORT
Application: AJRIEMGAS..... . Priority: Org Code: 600
Stamp: 30-JUN-1998 'Regulatory Due: Action Goal: District Goal: 31-AUG-1999
Applicant: BEDFORD LARBS ) Brand Name:
270 NORTHFIELY? RD Established Name: CLADRIBINE
BEDFORD, OH 44146 Generic Name:
= Dosage Form: INJ (INJECTION)
Strength: 1 MG/ML, 10 ML VIAL
FDA Contacts: D. HUIE (HFD-61%5) 301-827-5862 , Project Manager
v M. SMELA JR (HFD-625) 301-827-5848 , Team Leader
Overall Recommendation:
ACCRFrTARERG ARV BANBROGIO (HFD-324) 301-827-0062
Establishment: 1519257 DMF No:
BEN VENUE LABORATORIES INC  AADA No:
300 NORTHFIELD RD
BEDFORD, OH 441460568
Profile: SVS OAI Status: NONE Responsibilities: FINISHED DOSAGE
Last Milestone: OC RECOMMENDATION MANUFACTURER
Mitestone Date: 10-AUG-1998
Decision. ACCEPTABLE
Reason: DISTRICT RECOMMENDATION
Establishment: 7 No: 13006
—— .
¢ @ A No:
Profile: CSN OAI Status: NONE Responsibilities: DRUG SUBSTANCE
Last Milestone:' OC RECOMMENDATION . MANUFACTURER
Milestone Date: 24-AUG-1998
Decision: ACCEPTABLE

Reason: DISTRICT RECOMMENDATION




 REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 75-405 Date of Submission: June 29, 1998
‘Applicant's Name: Bedford Laboratories
Established Name: Cladribine Injection, 1 mg/mL
Labeling Deficiencies:

1. GENERAL COMMENTS:

2. CONTAINER

a. Revise “For IV Infusion” to read “MUST BE DILUTED
PRIOR TO IV INFUSION”.
-

3. CARTON

a. Revise “For IV Infusion” to read “MUST BE DILUTED
PRIOR TC IV INFUSION”.

4, INSERT
a. TITLE
We encourage the inclusion of “# only”.

b. We encourage the relocation of “R only” to the
TITLE section.

Please revise your labels and labeling, as instructed above,
and submit 12 copies of final printed container labels,
along with 12 copies of final printed carton and insert
labeling.

Please note that we reserve the right to request further
changes in your labels and/or labeling based upon changes in
the approved labeling of the listed drug or upon further
review of the application prior to approval.



To facilitate review of your next submission, and in
accordance with 21 CFR 314.94(a) (8) (iv), please provide a
side~-by~side comparison of your proposed labeling with your
last submission with all differences annotated and
explained.

Jerry Phillips

Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research



APPROVAL SUMMARY (List the package size, strength{s), and date of
submission for approval):

Do you have 12 Final Printed Labels and Labeling? Yes No
If no, list why:

Container Labels:

Carton Labeling:

ﬁnit Dose Blister Label:

Unit Dose Carton Label:

Professional Package Insert Labeling:

Patient Package Insert Labeling: .

Auxiliary Labeling:

Revisions needed post-approval:

BAS1S OF APPROVAL:

Was this approval based upon a petition? Yes No

What is the RLD on the 356(h) form:

NDA Number: |

NDA Drug Name:

NDA Firm:

Date of Approval of NDA Insert and supplement #:

Has this been verified by the MIS system for the NDA?
Yes No

Was this approval based upon an OGD labeling guidance? Yes No

If yes, give date of labeling guidance:

Basis of Approval for the Container Labels:

Basis of Approval for the Carton Labeling:

Other Comments:



- REVIEW OF PROFESSIONAL LABELING CHECK

LIST

Established Name

N.A.

Differsnt name than oo acosptancs to file lettar?

1s this preduct « USP item? If so, TSP supplemsat in which verification was
assured. USP 23

Is this name different than that used in the orange Boak?

_If not USF, bas the product name Deen proposed in the FFY

Error Prevention Analysis

Has the fipe proposed a proprietary nsme? If yes, complets this subsection.

¥

Do you find the name objecticuable? List reascns in PFTR, if so. Consider:
Misleading? Sounds or locks like another nama? UEAN stam present? Frafix or
Suffix pressnt?

BEas the name besa forwarded to the Labaling and Momsnclature Committes? 1f so,
what were the recommasdatioms? If the nmme was unscceptabla, has the firm besn
notified?

Packaging

Ja this a pew packaging configuratioa, pever been approved by an AMDA ox MDAT If
yes, dascribe in FIR.

:-m-mm-n—mnnmmmf If yes, the Polisoca
Preventicn Act mxy require a CRC.

Doss the package proposed have any safety and/or regulatery oonoerns?

If IV product packaged in syringe, could there bs adverse patient ocutocms if given
by dirwat IV iajectiom? '

Conflict betwesn the DOSASE AND AIMINISTRATION and IMDICATIONS sections and the
packaging configuratiom?

x-m-’wwummundmmtmwwmm
labeling?

1s the color of the container (i.e. the color of the cap of a mpdriatic cphthalmia)
or amp incorrect?

Individual cartons requiredt Issues for FTR: Innovator individnally cartohed?
Light sensitive product which might require cartoning? Mast the package insaxt
acoaupany the prodocst?

Are thare any othar safety conocarns?

Labeling

Is the nama of the drug unclear is print or lacking in prominence? {Mame should be
the moat promipent informatiocn om the labal).

Bas applicant failed to alearly differestiate maltiple product atreagthst?

Is the P te logo larger thaa 1/3 comtainer label? (Mo regulation - ses ASKP
guidalines)




Labeling (continued)

YTos

WA

Does LD make special differentiation for this labal? {i.s., Pediatric streagth va
Adult; Oral Solution ve Concentrate, Warnipg Statemsnts that might be in red for
the MDA}

Is the Manufactured by/Distributor statemsat incorrect or falsely incoasistent
betwean labels apd labaling? Is *Joistly Mamufactured by...", statemant nesded?

Failure to describe solid oral dosage form identifying maricings in BON SURFLIED?

Has the £irm failed to adequataly support compatibility or stability claims which
appear in the insert labaling? MNote: Chemist should confirm the data has been

adequataly supportad.

Saoring: bescribe sooring ccufiguration of RLD and spplicant (page §) in the FTR

Is tha sooring oonfiguratiom diffarent than the KD?

Has the firm failed to describe the scoring in the EOW SUPFLIED section?

Inactive Ingredients: (FrR: List page # in spplication whers inactives are
lListad)

Doeas the product comtain aloohol? If so, has the aocuracy of the statemsnt been
confirmed?

mﬂydmuuummlcummun!ummhdmmuﬂ?

Any adverse effects anticipated frow imactives (i.s., beaxyl alcchol in mecnates)?

Is thare a discrepancy in inastives betwesn DESCRIPTION and the compouition
statemsnt?

Has the term "other ingredients® bean used to protect a trade secret? If so, is
claim supported?

Failure to list the coloring agents if the ccmposition statemsnt lists e».g.,
Opacods, Opaspray?

hu.m to list gelatiu, coloring afents, antimicrobials for cupsules in
DRSCRIPTION?T

Fallure to list dyes in imprinting inks? (Colering agents e.g., irea oxides bDewd
not be listed)

USP lIssues: (FI%: List USP/FDA/ANIA dispensing/storage reccmmsndations)

Do containar recommandations fall to maet or exoesd USP/MDA reocmmandations? If so,
are tha reccamendations supported and is the difference acosptable?

Doss USP have labaling reccmmsndatioas? If any, does ANDA mest ihem?

Is the product light semsitive? If s¢, is NDA and/ox AMDA in a light resistant
ocontainar?

Failore of DESCRIPTION to meet USP Descriptica and Solubility iaformation? If se,
USP informmtion should be wsed.. Nowewver, omly incliuds sclveats sppearing is
innovator labaling.

Bicequivalance Issuas: (Compars hicsequivalency values: insert to stedy.
List Comx, Tmax, T 1/2 and dats study acosptable)

xmmmltﬂﬂm“awtcuhun,ma!udlm
dona?

Nas CLINICAL PEARMACOLOSY besn modified? If so, lriefly datail whaxe/why.

Patant/Exclusivity Issues?: rm: Check the Orange Boak editics or
camlative supplemsat for verificat.on of the latest Patent or Exclusivity. List
sxpiration date for all pateats, exilusivities, sta. or if none, pleasa state.
ODR~ Rxpires 2-26-2000, Will not mmcket bafore this time.




NOTES/QUESTIONS TO THE CHEMIST:

FOR THE RECORD:

1.

The reference listed drug for this product is R.W, Johnson
Pharmaceutical Research Institute’s Leustatin™(Approved
February 26, 1993). However, the firm has submitted a side-
by-side compared to a revised insert which appears in the
PDR. Team Leader, John Grace, states that new drugs
anticipates approval of this revised labeling. Therefore,
we will not request the firm to return to the originally
approved labeling. NOTE: Full approval for this application
can not be granted until we receive documentation from new
drugs stating the proposed innovator revisions have been
approved. The Orange book name is Cladribine Injectable;
Injection. This is not a USP item. The applicant uses
Cladribine Injection, 1 mg/mL. '

NOTE: The original labeling differs in DOSAGE AND
ADMINISTRATION. IY was never in the marketplace.

The applicant certifies that the New Chemical Entity
Exclusivity expired on 2-16-98 and that it will not market
until the Orphan Drug Exclusivity expires on 2-26-2000.

See Vol. 1.1, page 6.

The product is manufactured by BenVenue Laboratories, Inc,
270 Northfield Road, Bedford, Ohio 44146, for Bedford
Laboratories. See Vol. 1.1, page 174.

No outside firms are utilized. See Vol. 1.1, page 176.

Container/Closure Statement

Container: Wheaton 2920 20 cc 20 mm Type I Flint Molded.

Closure: West S127 4416/50 20 mm Gray plug

Seal: West 4107, Mist gray 20 mm Aluminum Flip off
seals.

See Vol. 1.2, page 583.

Finished Product

Clear, colorless, sterile, preservative free, isotonic
solution.

See Vol. 1.1, page 24.
Product Line

10 mg(l mg/mL) of Cladribine as 10 mL filled in a sinle-use
clear Flint glass 20 mL wvial individually boxed.



See Vol. 1.1, page 45.
8. Components/Compossition Statement

Innovator:
Active: Cladribine
Inactive: Sodium Chloride
. -~ Phosphoric acid
and/or Dibasic Sodium Phosphate to adjust pH

Applicant:

Active: Cladribine

Inactive: Sodium Chloride
Phosphoric acid
and/or Dibasic Sodium Phospate to adjust pH
Water for Injection gs to 1 mL

See Vol. 1.1, page 74.
9, Storage/Dispensing Conditions

NDA: Store Refrigerated 2° to 8°C(36° to 46°F). Protect
from light during storage.

ANDA: Same as NDA.

Date of Review: September 23, 1998
Date of Submission: June 29, 1998

Reviewer: Date: 7/;%

Team Lea@pfz' A .,

, Data:
P Yoshe

a4

¢/

ccC:

L.L



CLEK CSIADUSNMENt EvAIuation Keport rage + ol i
for July 31,1998

Application: ANDA 75405/000 Priority: Org Code: 600
Stamp: 30-JUN-1998 Regulatory Due: Action Goal: District Goal: 31-AUG-1999
Applicant: BEDFORD LABS Brand Name:

270 NORTHFIELD RD _ Established Name: CLADRIBINE

BEDFORD, OH 44146 Generic Name:

| Dosage Form: INJ (INJECTION)
- Strength: 1 MG/ML, 10 ML VIAL
FDA Contacts: D. HUIE (HFD-615) 301-827-5862 , Project Manager
) M. SMELA JR (HFD-625) 301-827-5848 , Team Leader

Overall Recommendation;
Estabiishment: 1519257 DMF No:

BEN VENUE LABORATORIES INC  AADA No:

300 NORTHFIELD RD

BEDFORD, OH 441460568

Profile: SVS OA] Status: NONE Responsibilities: FINISHED DOSAGE
Last Milestone: SUBMITTED TO OC MANUFACTURER

Miiestone Date: 31-JUL-1998

Establishment:
Profile; CSN OAI Status: NONE Responsibilities; DRUG SUBSTANCE
Last Milestone: SUBMITTED TO OC MANUFACTURER

Milestone Date: 31-JUL-1998




Datea: 071498

Time: l400mH

ANDA #: 75-405

Firm: Bedford Labs.

Drug: Cladribine Injection, 1 mg/mL, 10 mL wvial

Participants: Gregg Davis, FDA and Shahid Ahmed

Phone #: 440-232-3320 ext. 333

Agenda:

I called Shahid and asked for an additional piece of info. The
application did not contain a side~by-side labeling comparison
for the carton and vial labels. It only contained this

comparison for the insert. He said it was an oversight in
copying and he will fax the info and follow with a hard copy.



CENTER FOR DRUG EVALUATION AND RESEARCH

Application Number 75-405

CORRESPONDENCE



LABORATORIES™

December i6, 1999 Minor Amendment
Office of Generic Drugs - _
Center for Drug evaluation and Research ORIG AVENDMENF
Food and Drug Administration . N l R'M
Metro Park Il

7500 Standish Place, Room 150
Rockville, MD 20855

Re: ANDA 75-405 / Minor Amendment
Product: Cladribine Injection, 1 mg/mlL., 10 mL per vial

Dear Sit/Madame:

We wish to amend our tentatively approved Abbreviated New Drug Application, ANDA
75-405, for Cladribine Injection, 1 mg/mL, 10 mL per vial to remove the deficiencies
cited in the Minor Deficiency of December 8, 1999 after the method validation was
completed.

The number associated with the response given below corresponds to the number
identifying the deficiencies in th2 communication. Form 356H is provided in Attachment
L ,

l.a.  The term “conc™ has been replaced with the term “amount”. The revised method
is provided in Attachment II.

1.b.  The impurity calculation has been revised. Any detected known impurities in the
sample will be calculated with respect to the areas of that particutar known
impurity standard and the appropriate concentrations, and not by area
normalization. The method has been revised accordingly and is provided in

Attachment II.
2. The specification for the residual solvent level has been revised to not more than
to be consistent with the units expressed in the method. The revised
specifications are provided in Attachment IiI.
3. This was the first lot of Cladribine produced at Ben Venue. The visible

particulate appears to b an isolatec event unique to this lot. The subject log+ 5
(0926-49-51852) was a small stability batch of approximately 700 vials -, "~ N
manufactured in Februzry 1998. A total of thirty six vials were pulqu;yy the 4. '}c'p;x‘-‘

Production Inspectors for visible particles, | 2

., EeAy
¢ g ey

A DIVISION OF BEN VENUE LABORATORIES, INC.
300 Northfield Road * Bedford, Ohio 44146 « (440) 232-3320 » Fax (440) 232-6264




LABORATORIES™

Our investigation found no root cause for the visible particle in the vial found by

the FDA laboratory, however, it should have been caught during Production's

100% visible inspection. It is possible that during the inspection process, the

particle was hung up on the stopper and not observed during the manual

inspection. After Production's 100% inspection, the lot passed a Mil-Standard
Inspection by Quality Assurance with no defects found.

A review of the batch record found no manufacturing issues that could have
contributed to the defect. A re-inspection of all remaining vials left in inventory
found no visible particles. Moreover, during the FDA inspection, Fred Lochner
(FDA district investigator) inspected 200 vials of cladribine drug product stored
under refrigerated conditions and found all vials to be acceptable.

An evaluation of other products filled using the same vial/closure system during
the same timeframe as Cladribine lot 926-49-51852 revealed no particulate issues
or problems indicative of a system deficiency.

BVL manufactured a second batch of Cladribine in April 1999 (a different
presentation, 8 ml per vial) which met all established specifications and did not
exhibit an abnormal particulate level.

In conclusion, we could not determine an exact cause for the black particles. This
appears to be an isolated incident in which a single known defect was missed
during the manual inspection. The Production Inspection Department was made
aware of this missed defect.

We trust this meets with your approval. If you have any additional questions or concerns,
I can be reached by phone at 440-232-3320, ext. 333 or by fax at 440-232-2772.

Sincerely,
for Bedford Laboratories™

(thrt—

Shahid Ahmed
Director of Regulatory Affairs
Ben Venue Laboratories, Inc.

A DIVISION OF BEN VENUE LABORATORIES, INC.
300 Northfield Road = Bedford, Ohio 44146 « (440) 232-3320 « Fax (440) 232-8264



December 6, 1999 Minor Amendment

Labeling
Office of Generic Drugs
Center for Drug evaluation and Research
Food and Drug Administration ORIG AMENDMENT

Metro Park II - :
7500 Standish Place, Room 150 A//W v~
.Rockville, MD 20855

Re: ANDA 75-405 / Minor Amendment
Product: Cladribine Injection, 1 mg/mL, 10 mL per vial
Dear Sit/Madame:

We wish to amend our tentatively approved Abbreviated New Drug Application, ANDA
75-405, for Cladribine Injection, 1 mg/mL, 10 mL per vial to identify any changes in the
conditions under which the product was tentatively approved.

There have been no changes to the chemistry, manufacturing, controls, nor to the labeling
since the time the tentative approval was granted. Bedford Laboratories™ is supplying 12°
copies of the final printed vial labels, cartons, and package inserts.

We trust this meets with your approval. If you have any additional questions or concerns,
1 can be reached by phone at 440-232-3320, ext. 333 or by fax at 440-232-2772.

Sincerely,
for Bedford Laboratories™

Shahid Ahmed

Director of Regulatory Affairs
Ben Venue Laboratories, Inc.

A DIVISION OF BEN VENUE LABORATORIES, INC.
300 Northfield Road = Bedtford, Ohio 44146 » (440) 232-3320 « Fax (440) 232-6264
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Response to Microbiology Deficiencies
August 2, 1999 -

Office of Genefic Drugs -
Center for Drug Evaluation and Research ORIG AMENDIENT

Food and Drug Administration

" “Metro Park II FA
7500 Standish Place, Room 150

~ Rockyville, MD 20855

RE: ANDA 75-405/Facsimile Amendment
Product: Cladribine Injection, USP; 1 mg/mL, 10 mL per vial

Dear Sir/Madame:

We wish to amend our unapproved Abbreviated New Drug Application, ANDA 75-405, for
Cladribine Injection, 1 mg/mL, 10 mL per vial to remove the deficiencies cited in the Facsimile
Deficiency of July 21, 1999. -

The number associated with the response given below corresponds to the number identifying the
deficiencies in the communication. Form 356H is provided in Attachment 1.

A. Microbiology Deficiencies:



Page (s) 2

'CbntaééfTrade Secret,

Commercial/Confidential
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LABORATORIES™

8. The reference to “exposure to the terminal sterilization process” was inadvertently copied
from a format used to create the report. It has been removed from the report and the
corrected page is provided in Attachment V.,

-

B. Acknow'l“cdgements

Bedford Laboratories™ acknowledges that a satisfactory Methods Validation is needed to
support the ANDA and that a study has been scheduled.

We trust this meets with your approval. If there are any questions or comments, please call the
undersigned at (440)232-3320, ext. 333, for any additional information.

Sincerely,
for Bedford Laboratories™

(et

Shahid Ahmed
Director, Regulatory Affairs
Ben Venue Laboratories, Inc.



May 10,1999 _

Office of Generic Drugs
~ Center for Drug Evaluation and Research m 0“6 MEM}MEN H
Food and Drug Administration ' N / ’4 M
Metro Park Il
7500 Standish Place, Room 150 ‘
Rockville, MD 20855

RE: ANDA 75-405/Facsimile Amendment
Product: Cladribine Injection, USP; 1 mg/mL, 10 mL per vial

Dear Sir/Madame:

We wish to amend our unapproved Abbreviated New Drug Application, ANDA 75-405, for
Cladribine Injection, 1 mg/mL, 10 mL per vial to remove the deficiencies cited in the Facsimile
Deficiency of April 27, 1999.

The number associated with the response given below comresponds to the number identifying the
deficiencies in the communication. Form 356H is provided in Attachment I.

A Chemistry Deficiencies:



B. ACKNOWLEDGEMENTS

1. Bedford Laboratories™ acknowledges that the labeling portion of the amendment is still
pending.

We trust this meets with your approval. If there are any questions or comments, please call the
undersigned at (440)232-3320, ext. 333, for any additional information.

Sincerely,
for Bedford Laboratories™

e

Shahid Ahmed
Director, Regulatory Affairs -
Ben Venue Laboratories, Inc.



March 23, 1999 -

Office of Generic Drugs
Center for Drug Evaluation and Research ORIG AMEKL . =T
Food and Drug Administration

Metro Park [T /f M

7500 Standish Place, Room 150
Rockville, MD 20855

RE: ANDA 75-405/Minor Amendment
Product; Cladribine Injection, U}(, 1 mg/mL, 10 mL per vial
3 /2. q / 97

hel” Jmuﬁ/’/ o 4/

Dear Sir/Madame:
We wish to amend our unapproved Abbreviated New Drug Application, ANDA 75-405, for g f ]
Cladribine Injection, 1| mg/mL, 10 mL per vial to remove the deficiencies cited in the Minor

Deficiency of February 12, 1999.

The number associated with the response given below corresponds to the number identifying the
deficiencies in the communication. Form 356H is provided in Attachment [.

A Chemistry Deficiencies:



ACKNOWLEDGEMENTS
Bedford Laboratories™ acknowledges that the sterility assurance review is still pending.

Bedford Laboratories™ acknowledges that careful attention must be paid when
photocopying original documents to create readable copies.

The specifications given on page 723 of the application are for the Drug Product and
were mistakenly titled as Shelf-Life specifications. The page has been corrected and is
provided in Attachment XI

Bedford Laboratories™ acknowledges that a methods validation is required to support the
ANDA and will be scteduled oncs analytical issues are resolved.

All deficiencies cited have been corrected. Please refer to Attachment XII for twelve
copies of final printed vial labels, carton and package insert labeling for review. Also



LABORATORIES™

located in Attachment XI are annotated side-by-side comparisons of the proposed final
printed package insert with the last draft package insert.

6. Bedford Laboratories™ acknowledges that a satisfactory establishment evaluation from
’ the Office of Compliance is necessary for approval.

We trust this meets with your approval. If there are any questions or comments, please call the
undersigned at (440)232-3320, ext. 333, for any additional information.

Sincerely,
for Bedford Laboratories™

ot

" Shahid Ahmed
Director, Regulatory Affairs
Ben Venue Laboratories, Inc.



™

LABORATORIE

July 14, 1998

Mr. Greg Davis
Office of Generic Drugs NEW CORRESP

Center for Drug Evaluation and Research /\D ‘.
Food and Drug Administration

“Metro Park I vl .
7500 Standish Place, Room 150 /\} @ 4//2 ’/M

Rockville, MD 20855
Re: Telephone Amendment / 75- 405 _ @Vﬁo

Product: Cladribine Injection, - 1 mg/mL, 10 mL vials

Dear Mr. Davis:

Please find enclosed the side by side comparison of the vial labels and carton labeling of
the listed drug versus the proposed drug labeling requested in the telephone
communication of July 14, 1998.

/

We trust this meets with your approval. If the Agency has any further questions or comments,
we welcome direct contact at (440) 232-3320, ext. 333 or (440) 439-6398 (facsimile).

Sincerely,
for Bedford Laboratories™
RECEIVED
hahid Ahmed
Director, Regulatory f}ffa.irs JUL 16 \990\
Ben Venue Laboratories, Inc.
GENERIC DRUGS

A DIVISION OF BEN VENUE LABORATORIES, INC.
300 Northifleld Road » Bedford, Chio 44145 » (440) 232-3320 « Fax (440) 232-6264



ANDA 75-405

Bedford Laboratories 3
A Division of Ben Venue Laboratories, Inc. !
‘Attention: Shahid Ahmed

270 Northfield Road

Bedford, Ohio 44146

Dear Sir:

We acknowledge the receipt of your abbreviated new drug
application submitted pursuant to Section 505(3j) of the Federal
Food, Drug and Cosmetic Act.

Reference is made to the telephone conversation dated July 14,
1998 and your correspondence dated July 21, 1998.

NAME OF DRUG: Cladribine Injection, 1 mg/mL
DATE OF APPLICATION: June 29, 1998
DATE (RECEIVED) ACCEPTABLE FOR FILING: June 30, 1998

We will correspond with you further after we have had the
opportunity to review the application.

Please identify any communications concerning this application
with the ANDA number shown above. ‘

Should you have questions concerning this application, contact:

Denise Huie
Project Manager
(301) €27-5848

Sincerely yours;
F

-~

Jle/zl'/r; I@!llips-

Director

7/1/50

Division of Libeling and Program Support
Office of- Generic Drugs
Center for Drug Evaluation and Research



June 29,1998 .. - @aﬂx
Office of Generic Drugs '

Center for Drug Evaluation and Research /
Food and Drug Administration
Metro Park I

7500 Standish Place, Room 150
Rockville, MD 20855

m#":'— Rg ve o

N

YN 50 iggg
RE: Abbreviated New Drug Application ~
PRODUCT: Cladribine Injection, 1 mg/mL, 10 mL vial Bl

..’f-'['a",':}..-"-r“ 7
Dear Sir/Madam:

In accordance with Section 505 (j) (1) of the Federal Food, Drug and Cosmetic Act, Bedford
Laboratorics is submitting in triplicate (an archival copy, a review copy and a field copy) an
Abbreviated New Drug Application for Cladribine Injection, 1 mg/mL; 10 mL vial. Please note that
the field copy has been sent directly to the FDA District Office in Cincinnati, Ohio.

The drug product subject to this application will be manufactured by Ben Venue Laboratories, Inc.,
located at 270 Northfield Road, Bedford, Ohio, 44146.

This abbreviated new drug application contains the information required by Section 505 G)(2)(A)(),
(ii)(D), (iv), (v) and (vi). The application is provided in the format suggested by your office, and
contains a copy of the package insert of the "listed drug” (Ortho Biotech, Leustatin® Injection.)

In accordance with Title 21 CFR 320.22 Bedford Laboratories requests a waiver of

the requirement for submission of evidence demonstrating the in vivo
bioavailability/bioequivalence for the drug product that is the subject of our application
(Cladribine Injection, 1 mg/mL; 10 mL vial). The drug product is a solution intended solely for
intravenous administration and it contains the active ingredient in the same concentration as in the
listed drug.

Bedford Laboratories certifies that the methods used in, and the facilities and controls used for the
manufacture, processing, packaging and holding of the drug product are in conformity with current
Good Manufacturing Practices in accordance with Title 21 CFR 210 and 211. Ben Venue's signed
statement is provided in Section IX (MANUFACTURING FACILITY) Subsection 3 (cGMP
Certification).

A DIVISION OF BEN VENUE LABORATORIES, INC.
300 Northfieid Road + Bedford, Ohio 44146 « (440) 232-3320 * Fox (440) 232-6264



LABORATORIES™

Office of Generic Drugs Cladribine Injection
June 30, 1998 . Page 20f2

Three copies of analytical methods which were used to test this product and an analytical method
validation package are enclosed separately along with this application.

One copy of the ;)Iicrobiological Validation, along with the drug product specification, stability
protocol, and the package insert are enclosed separately with this application. This drug product was
aseptically filled.

If the Agency has any comments or further requests or if we could be of any assistance in your
review, the phone numbers for contact are (440)-232-3320, ext. 333 (direct) and (440)-439-6398
(fax).

{

Sincerely,
for Bedford Laboratories

Shahid Ahmed
Director, Regulatory Affairs
Ben Venue Laboratories, Inc.

& Ha



